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Foreword

This volume, the twenty-first to be published in the total series relating
the history of the United States Army Medical Department in World War 11,
1s the second volume to be published in the internal medicine group. The
first volume, published in 1961, dealt with the activities of consultants in
medicine in all parts of the world. This second volume deals with some of
the infectious diseases encountered in a global war. The third and final vol-
ume in this group, now in preparation, will deal further with the infectious
diseasern and with peneral medicine.

Ot necemsity, as the editor of the internz! me licine group points out in
his preface, some of the material in this volume overlaps some of the mate-
rial in the firt internal medicine volume. It also overlaps certain of the
material in the preventive medicine series. There has been, deliberately, no
effort to alter the situation. To do so would have resulted in nigid and arti-
ticial distinctions and would also have deprived the reader of the benefit, in
certain instances, of presentation of material on the samw subject from more
than one point of view.

As [ read this book in manuscript, [ was umpressed with a number of
considerations, some pecubiar to this volume, some shared by the other vol-
umes. [et me list wome of them:

I. The wisdom of our policy of utihzing the personal experwences of
present and former medical officers, who, as has been repeatedly pointed out,
not only helped to create but also 1o record the data upon which this whole
history in based. The aunthors of the various chapters in this volume were
selected to write them not only becnuse of their eminence in their particular
flelds but also because they had had wartime sxperiences 1n these fields. More
valid sourcen could scarcely be imagined.

2. The expansion of knowledge of the stiology, chinieal picture, control,
and management of certain diseaws about which little--in sothe instances
nothing--was known before the war. The list s incomplete but, as examples,
one might mention sandfly fever; Q fever; srub typhus; Bnll's doeaw;
primary atypical pneumonia; and cutanecus diphthena.

3. The remarkable utilization of opportanitien for investigation and the
amazing amount of valuable data that emerged from these studws, which
were often made under almost intolernble conditions, both in and out of com-
bat. In addition to studies involving United States military persannel, in-
cluding relensed prisoners of war, were the studies invoiving Reernered
Allied Military Personnel. enemy prisoners of war; and, civilians
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NXH FOREWORD

In this connection one is impressed with the importance and value of
the work done by the various boards, commissicns, and subcommissions
appointed to investigate, and recommend action upon, certain aspects of in-
fectious diseases. Their investigations included acute respiratory disease;
influenza and other epidemic diseases; typhus; neurotropic virus diseases;
hemolytic streptococeal infections; airborne infections; tuberculosis; and
malaria. When one realizes that some 15.000 drugs for the suppression and
treatment of malaria were investigated, some cursorily and some definitively,
during the course of the war, one can also reelize the fruitless activities and
actusl chaos which might have resulted without the guidance of the Board
for the Coordination of Malarial Studies.

4. The changing concepts of certain diseares and their management. In
1941, for example, no one would have dreanwd that one of the most signifi-
cant chapters in a volume in the internal medicine series of the history would
concern venereal disease. In December 1943, the treatment of patients hos-
pitalized with venereal disease ceased 10 be a responsibility of the geni-
tourinary service and became a responsibility of the medical service in Army
howpitals.  Hompitalization then gave way to ambalatory treatment. In the
case of syphilis, therapy evolved from the ime-honored bur cumbersome and
hazardous methods with arsenicals and bismuth—impractical even under rel-
atively static conditions of training and completely impractial in combat
to the remolute decision to wwe penwillin for thus purpose.  This dectsion,
made by The Surgeon Genersl and apphied Army wide even at & time when
last-minute preparations for [Dday in Furope were being made, solved a
serious problem with greatest effectiveness. Trained manpower was con-
srvesd ; channels of evacuation weee not clogged by this type of patient; and,
many honpital beds were freed for more urgent purposes.  Further, the uw
of penicillin atmplified the treatment of gonorrhes and reduced the compl:.
entions soramng from that diseass from 23 percent in 1937 1o | peroent in 1944

The spread of knowledge of all these disenses required almost “evangel.
ical eforts” on the part of the medicnl consuliants and others respanuble for
the teaining and indoctrination of medical offirers. As to the troops, control
of disease wan a matter of individual indotoinalion and (o be effective v
quited firm command support. Fduration concorming malans and s sup-
pressive management did not auccesd until Atabnee duecipline beeame an
actuality. Then malana rates foll from a¢ high as 1500 to 2000 per thou
sand per annum, or higher, to neghgnble figures.

A eareful rending of this bonk makes clenr that if thewe doeass had not
been controllied, the United States could have mffered o grest military dis.
aster without regard to enemy capabilitien. Some of the authors frankly
scknowledge that luck played a part in the happy outcome, and so it dod.
The spidemic of envephalitis did not orenr on Okinaws untal the wdand had
deen occupied, though sporadic Aghting was «ill going on and troops were
staging for the invasion of Japan. On the other hand. the Medunl Corps
can justifiably assume credit for its brilhiant work 10 8 number of thes dif-




FOREWORD X1

ferent diseases. Epidemic typhus was rampant in civilian populations with
which many troops were in close contact, but there were only 104 cases in
the United States Army and not a single death.

Oue cr two comparisons with World War I figures are further proof of
the improvement of medical management of infectious diseases in World
War 11: In World War [, 46,640 deaths, 73 percent of all deaths from dis-
ease, were caused by influenza, lobar pneumonia, bronchopneumonia, bron-
chitis, and measles. In World War II, in an Army over twice the size of
the World War I Army and mobilized over a longer period, there were only
1,285 deaths from these causes. In World War I, tuberculosis was the lead-
ing cause of disability separations; it accounted for 11.1 percent of all sepa-
rations and for 13.5 percent of all separations from disease. In World
War 11, tuberculosis was thirteenth in the list of disability separations and
it was responsible for only 1.9 percent of separations for disease.

The primary mission of the Army Medical Service is to eonserve and main-
tain the tighting strength of the Army. After the dificult struggle for Buna-
Sanansnda in the New Guinea campatgn, largely because of the mavazes of
disease, the 32d Infuntry Division had to be taken out of the line for rest
and rehabilitation and it was ineffective for many months. Extrapolation
of thene facts and others makes clear what might have happened had such
situations continued. [t 15 to the everlasting credit of the Medical Depart-
ment- -supported by undesstanding line commanders— that they did not.

In retrompect, the Medical Department scems to have sccomplished an
almont impomsible task. It made its mistakes, and, to speak bluntly, some of
them should not have been made. What one of the authors of this book said
of malana might well be saud of 3 number of other diseases, that the stages
of edueation 1 1t were painfully alike in all theaters and areas. Nonethe-
lews, medical peevonnel conquered and held in check disenres that were be-
wildering in both lund and number; that offered maltiple dificultion of diag-
nomis and differential disgnomn, particularly in their very early stages: and
that sometimen were completely unknown and sometitnes had been modified
by environment and by the changes in the chawnl prcture that occureed
when non immune persons entered arvas of endemicity.

As o surgeon, [, as well as many of my surgieal confrores, have had to
concentrate on the resential charscter of cur specialty in dealing with combat
casunitien. In my role as The Surgeon (ienersl of the Army, my oatlook s
necomnarily wider and my appreciation of this book w» therefore much dreper.

Quite properly, wincs our task 18 the prepamtion of s history of the
Army Medieal Department in Woreld War 11, the chief emphasis in thns
book it apon the enormous chinieal military experience with infectious dis-
ensen in all parts of the world. That dows not make the volume ke valuable
an & text on these diseases for medical students, genersl practitioners, and
apecialists 1n internal medicine. [ rerommend it to them, as well as (o nwd:.
enl officere of the Army and other armed wrvices, as a rompilation of daia
not readily come by elaewhers,
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The nineteen authors of this volume deserve the grateful thanks of the
Army Medical Service and of the medical profession in general. For a vari-
ety of reasons, some beyond our competence, some due to our own culpabil-
ity, the preparation of these and other volumes of the history has been long
delayed. 1t is a tribute to the sense of professional duty and the patriotism
of these former medical officers that in the midst of their busy civilian lives
they have added to their wartime service by taking the time to set down this
record, and to carry out the task with real enthusiasm. That is evident on
every page.

It 1s therefore my pleasure to express my gratitude to the authors of this
volume and to its editor, Dr. W. Paul Havens, Jr., and to the Advisory Edi-
torial Board of which Dr. Garfield G. Duncan is Chairman, for a mission
well accomplished. It is my equal pleasure to express my appreciation to
the personnel in my own office who are doing the prodigious work of pro-
ducing these volumes.

Leonarp D. HeaTon,
Lieutenant General,
The Surgeon General.




Preface

This is the second volume of the history of internal medicine in World
War II. In the preface of the first volume, which contains the reports of
the medical consultants, is recounted the story of the development of the
organization that ultimately produced the history. Attention was called to
the early enthusiastic efforts of Brig. Gen. Hugh J. Morgan and Colonels
Walter Bauer, John S. Hunt, and Francis R. Dieuaide to implement its writ-
ing and to the subsequent formation of the Advisory Editorial Board, early
in 1952, under the chairmanship of Dr. Garfield (G. Duncan and under the
overall direction of Col. Calvin H. Goddard, MC, then Editor in Chief of
the history of the “Medical Department, U.S. Army, in World War 11" and
Director, The Historical Unit, U.S. Army Medical Service. An editorial
office was established at The Jeflerson Medical College of Philadelphia, and
Dr. W. Paul Havens, Jr., of that institution, was made Editorial Director.
Col. John Boyd Coates, Jr., M(', succeeded Colonel Goddard as Editor in
Chief of the history and Director of The Historical Unit.

This volume is concerned with the clinical descriptions of certain infec-
tious diseases and brings into sharp focus their impacts on military activities
under a variety of circumstances in many different parts of the world. Viral,
rickettsial, bacterial, and protozoal infections are discussed, and these chap-
ters constitute a record of the great and unique experience of our Armed
Forces with a variety of infectious diseases in a small block of time. The
chemotherapeutic triumph of the sulfonamides in meningococcal infections
is recorded here. The great divervity of effects of various infections on mili-
tary activities is described, ranging from the relatively unimportant role of
neurotropic virus diseases to the vast loss of time caused by respiratory dis-
eases, sandfly fever, and malaria. Again and again, in almost every chapter
in this volume, appear the results of investigations initiated either by the
Armed Forces or by the various commissions working under their aegis.

Of necessity, there is overlapping of the material contained in this hook
and in volume I. However, in contrast to the more genernl aspects of vari-
ous medical problems described by the consultants in the first volume, the
chapters in this book were based on the obwervations of many medical officers
and were written by physicians directly concerned with the responsibilities
for the care of patienta and the clinical investigations of their diseases. These
men, peers in their fields, were able to combine insight, judgment. and expe-
rience in such a way that the chapters in this book rank as outstanding ree-
ords of clinical achievement. The lapse of more than 15 yvears between the
cxperiences recounted here and their publication in thisa volume does not
detract from their value or interest. Actually, much of this material has

v




XVi PREFACE

long since appeared in our medical journals, but this book serves to bring it
together in its proper relationship with place and time in history. The delay
in publication is not unprecedented, since both the *Medical and Surgical
History of the War of the Rebellion™ and *The Medical Department of the
United States Army in the World War™ appeared severaul years after the
tesmination of the Civil War and World War L.

For those who are concerned with military medical history, it is of n-
terest to note that World War Il was the first great conflict in which fewer
of our troops died of disease than of battle injuries and wounds. In the
Civil War, there were among Union troops approximately 360,000 deaths,
and of these, about 223000 were caused by various diseases. Among the
C‘'onfederate troops, it was estimated that there were not less than 200,000
deaths, and of these, 150,000 were estimated to be due to diseases. Of fur-
ther interest to the medical historian is the changing importance of various
infections in military activity. Of the three volumes comprising the “*Medi-
cal and Surgical History of the War of the Rebellion,” one of them was
devoted solely to the subject of the alvine fluxes while the other two, were
dey oted, respectively, to statistics and clinical descriptions of malaria, typhoid
fe.er, cerebrospinal fever, smallpox, and a number of other ncute infections.
This is alw illustrated by comparison of the mortality recorded for respira-
tory diseases in “The Medical Department of the United States Army in the
World War” and in this volume dealing with World War II.

The editor wishes to express his sincere thanks to the countless medical
officers who made the material for these chapters available and to the dis-
tinguished authors who have written them. In addition, thanks are due
to Dr. Duncan and the entire Advisory Editorial Board for their constant
support and to Colonel Coates for his many courtesies and vigorous assistance.
In particular, appreciation is expressed to Miss Eleanor S. Cooper. whose
tireless and painstaking attention to the preparation and editing of these
manuscripts was an invaluable aid in the compilation of this history.

The editor and the authors are also greatly indebted to Mr. E. L. Hamil-
ton, Chief, Medical Statistics Division, Office of the Surgeon General, Mr.
A. J. McDowell, Assistant Chief, and Mr. M. C. Rossoff, Assistant Chief,
Statistical Analysis Branch, who not only provided essential data but also
checked and reviewed all statistical information contained herein.

Finally, grateful acknowledgment is made to Miss Janie W. Williams.
Chief, Publication Section, Editorial Branch, The Historical Unit, for per-
forming the final publications editing and to Miss Rebecca 1. Duberstein,
Chief. Editorial Section, Editorial Branch, The Historical Unit. for prepar-
ing the index for this volume.

W. Pacn Havess, Jr, M.D.
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CHAPTER 1

Respiratory Diseases

Yale Kneeland, Jr., M.D.
GENERAL CONSIDERATIONS

Diseases of the respiratory tract may be divided into two groups: The
acute infections and the chronic diseases which 1ay or may not be infectious.
Most of these conditions will be dealt with in this chapter, although certain
exceptions will be made. For example, in World War II, the interrelation-
ship of tonsillitis, scarlet fever, rheumatic disease, and nephritis was inten-
sively studied; the subject of streptococcal infections as a whole will be
discussed elsewhere. Similarly, two chronic infections, tuberculusis and coc-
cidioidomycosis, will be described by others. Lastly, chronic sinusitis, aero-
otitis, and the like, are primarily the concern of the otologist and will not
be considered here.

The acute respiratory diseases which immediately come to mind are the
common cold, influenza, and pneumonia. These are communicated by drop-
lets and droplet nuclei and are thus allied to certain virus infections, such
us measles, which are also presumably transmitted in this way. Certain
communicable diseases of childhood will also be included here. Cerebro-
spinal fever and diphtheria, however, although their portal of entry is the
respiratory tract, will be discussed elsewhere in this volume. Clinical syn-
dromes of unknown etiology, bizarre manifestations occurring only in local-
ized outbreaks and not generally recognized as disease entities, are not in-
cluded. This still leaves a large field for discussion.

Any genernl consideration of disease in World War II immediately in-
vites comparison with the experience 1 World War I. Exact comparisons
of morbidity and mortality of acute respiratory diseases in the two wars are
not, however, possible for two -easons‘ First, more exact knowledge of the
diseases led to a change 11 terminology; and second, certain new concepts,
for example, that of atypical pneumonia, evolved. In spite of this, a rough
and startling comparison may be made of the 46,640 deaths from influenza,
lobar pneumonia, bronch-pneumonia, bronchitis, and measles in the First
World War,! roughly 73 percent of total deaths from disease, and the 1285
deaths from the same causes in the Second World War when an army well
over twice the size of that of World War I was mobilized for a longer period.

Factors which played a role in this extraordinary change in importance
of the disense just mentioned were the advent of sulfonamides and anti-

''The Mwdica! Dupattment of the United Siates Army ia the Workd War. Washiogton: U8
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biotics, the absence of pandemic influenza of the 1918 type, un apparent
change in the whole pattern of respiratory infection between the wars, and
a greater degree of immunity to certain communicable diseases in the general
population. The last was probably brought about by greatly increased com-
munications which lessened isolation of rural areas. In addition, the almost
universal roentgen examination of the chest at induction undoubtedly low-
ered the incidence of chronic pulmonary diseases found in troops during
World War 1I.

In the following pages, the occurrence and course of each disease in
question during World War 11 is discussed, with emphasis placed upon prob-
lems of diagnosis, treatment, and general management which were significant
in a military sense. The chief military significance of many of the acute
communicable diseases is epiuemiological, and this aspect of the question has
been exhaustively presented in other volumes in the history of the Medical
Department in World War I1.2 It is obvious that in many instances infor-
mation will overlap. Some of the material will of necessity be repetitious.

Insofar as possible, proper names are avoided in the text, but where pub-
lished material has been drawn upon, full acknowledgment is given. Other
sources employed are as follows: Preliminary data from the Medical Statis-
tics Division, Office of the Surgeon General; the writer's own notes while he
served as consultant in an oversea theater; essential technical medical data
sent in by various theater surgeons; reports submitted by medical consultants
throughout the world; and other unpublished notes, manuscripts. and memo-
randums in the Professional Service Division, Office of the Surgeon General.

Part I. Acute Respiratory Diseases

COMMON UPPER RESPIRATORY INFECTION

Introduction

The term “common upper respiratory infection™ includes a heterogeneous
group of ill-defined conditions. In fact, it is a kind of scrapbasket which
encompasses all the acute respiratory diseases after eliminating the pneu-
monias and influenza. In a general way, the group includes the common
cold; nasopharyngitis which may or may not be due to the influenza virus;
infection of the pharynx and tonsils produced by certain micro-organisms,
such as the hemolytic streptococcus and Vincent's organisms; and bronchi-

2 (1) Medical Department, United States Army. Preventive Medicine in World War 11.  Volume
1IV. Communicadble Diseases Transmitted Chlelly Through Respiratory and Alimestary Tracts.
Washington : U.S. Government Printing Office. 1858, (2) Medical Department, United States Army.
Preventive Medicine in World War IlI. Volume V. Communicable Direases Transmitted Through
Coatact or By Unknown Meanr. Washington: U.8. Government Printing Office, 1960. (3) Medlical
Department. United States Army. Preventive Medicine in World War 11. Volume VI. Communi-
cable Diseasnes: Malaria. (In press.] (4) Medical Department. United States Army. Preven-
tive Medicine In World War II. Volume VII. Communicable Diseases: Arthropoddborne Diseaves

Other Than Malaria. (In preparation.]
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tis. The latter is a loose term limited by some physicians to cases in which
dry rales are audible; that is, the asthmatic type, while others may use it to
describe an acute respiratory infection with substernal soreness and paroxys-
mal cough. It is probable that the viruses of common respiratory diseases,
influenza, and atypical pneumonia can all produce this clinical picture, and
it may also be the result of infection by such organisms as pneumococci or
Hemophilus influenzae following a cold. In any cases, it is not an etiological
entity

The common cold had been shown before World War II to be primar-
ily a virus disease.® Experimental s udies are handicapped by the fact that
only man and the anthropoid ape are susceptible to the virus, and such ques-
tions as that of immunity and whether the virus is an entity or whether
several distinct viruses exist were not settled. The Commission on Acute
Respiratory Diseases of the Army Epidemiological Board (Board for the
Investigation and Control of Influenza and Other Epidemic Diseases in the
Army) during the war undertook, under the direction of Dr. John H.
Dingle, to investigate the transmission of common respiratory diseases. Evi-
dence was produced ¢ that there are at least two viruses: One, the coryzal
type with a short incubation period, producing little if any active immunity;
the other, with a longer incubation period, giving rise to more constitutional
symptoms, often attended by fever, and conferring immunity against homol-
ogous reinoculation. The second type came to be known as “undifferentiated
respiratory disease.” As the number of transmission experiments was small,
there is no information as to the relative frequency of infection with these
two agents. Recent observations by Atlas® suggest that more viruses of
common respiratory infection may exist.

The presence of pathogenic bacteria in the upper respiratory tract adds
to the complexity of the etiology of common respiratory disenses. Purulent
complications, such as otitis and sinusitis, are due to bacterial infection, but
there is no proof of the role played by identified pathogenic organisms in the
production of subacute catarrhs, sphenoethmoiditis. and the like. The best
opinion during the war, confirmed by the use of chemotherapeutic agents in
adults,® was that the avernge cold is a fairly pure virus disease, but that the
relationship of virus to bacteria was often not clear.

Colds are, on the whole, more serious in infants than in adults. Infants
usually develop a fever with a cold, and complications are more frequent.

3 Doches, A. R.. Mllis, K. C.. and Kneeland, Y.. Jr.: Studies on the Common Cold: Cultivation
of Virus io Tissue Medium. J. Exper. Med. 63: 558-379, April 19836.

¢ Commission on Acute Respiratory Diseases: Experimental Transmission of Minor Reapiratory
Tliness to Human Volunteers by Filter-Passing Agents. 1. Demonstration of Two Types of Iliness
Characterized by Long and Short Incubation Periods and Different Clinical Features. II. Immunity
In Reinoculation With Agents From the Two Types of Minor Respiratory Iliness and From Primary
Atypical Pueumonta. J. Clin. Investigation 26: 957-973; 974-982. Beptember 1947.

8 Atlas. L. T.: Minot Respiratory Diseases ;. Studies With Four Agents in Human Volunteers.
Abstract in J. Clin. Investigation 32: 832-553, June 1963.

6 Cectl, R. L.. Plummer. N.. and Smillle, W. G.: Sulfadiasine In the Treatment of the Common
Cold. J.AMA. 124: 8-14, 1 Jan. 1944,
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Various pathogenic bacteria are more conspicuous in cultures made from
children,” and this suggests that they may have some influence on the sever-
ity of colds even in the absence of definite purulent complications. Con-
trolled studies made during the early war years of the use of sulfonamides
in very highly susceptible children support this concept.?

It was the writer’s impression that soldiers reacted to common respira-
tory diseases in a manner more suggestive of childhood than of adult life.
They tended to develop fever of higher degree than that seen in general civil-
ian life. Youth, exposure, and crowding probably contributed to this clini-
cal pattern. Incidence of infection with the virus of undifferentiated respira-
tory disease may have been higher in the Army than in civilian life. What-
ever the reasons, the acute phase of the common cold was apt to be more
prostrating to soldiers than to office-working civilians. However, the soldier’s
convalescence was usually rapid.

Severe throat infections caused by the hemolytic streptococcus, scarlet fever,
and rheumatic fever will be discussed elsewhere. However, a certain pro-
portion of admissions to the respiratory service of an Army hospital were
infections caused by this organism. Various complications to the usual sore
throat or inflammation of the lymphatic tissue are recognized, but in the
Army the most common was peritonsillar cellulitis.

The clinical picture of exudative pharyngitis is well recognized, and when
an acute tonsillitis or pharyngitis is observed showing whitish exudate, most
physicians assume it is caused by hemolytic streptococci. However, when
endemic exudative pharyngitis was studied closely by the Commission on
Acute Respiratory Diseases,® in only about 50 percent of cases could the
hemolytic streptococcus be recoverd on culture and in only half of these
was there a rise in the titer of streptococcal antibody during convalescence
to suggest that the organism was playing an important role in the disease.
Since in only 25 percent of the cases of endemic exudative disease was the
laboratory evidence for streptococcal infection complete, the Commission
designated the other cases as nonstreptococcal exudative pharyngitis, and
some speculation occurred as to the possible viral origin of this condition.
Although, in the aggregate, cases of proved hemolytic streptococcal pharyn-
gitis differ clinically from the nonstreptococcal variety, mild cases may be
indistinguishable.

Vincent’s organisms may also at times produce throat lesions which re-
semble streptococcal infections. The appearance of a typical case of so-
called Vincent’s organisms differed, however, from that of a streptococcal
infection. The thick pseudomembrane and the tendency to ulceration were

7 Kneeland, Y., Jr.. and Dawes, C. F.: Studies on the Common Cold: The Relationahip of
Pathogenic Bacteria to Upper Respiratory Disease in Infants. J. Exper. Med. 55 : 735-744, May 1932.
8 Siegel, M.: Studlies on Control of Acute Infections of the Respiratory Tract. II. Oral Admin-
::‘tlx;a‘lt::x:l:‘fssulndla:lne at the Onset of Acute Respiratory Illness. Am. J. Dis. Child. 66: 114-120,

9 Commission on Acute Respiratory Diseases: Endemic Exudative Pharyngitis and Tonslillitis;
FEtiology and Clinical Characteristics. J.A.M.A. 125: 1163-1169, 26 Aug. 1944.
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characteristic, but differential dingnosis was not always possible, and it was
always necessary to rule out diphtheria. Vincent’s stomatitis presented itself
often as only a dental problem, but occasionally the throat was involved as
well as the gums; likewise, Vincent's infection of the throat without involve-
ment of the gums was also encountered. A comparison of the admission rates
for the various designations of Vincent's infection in World Wars I and II
1s presented in table 1.

TABLE 1.—Admission rates for the various designalions of Vincent's infection in the US. Army
during World War I and World War 11

{Rate expressed as number of cuses per annum per 1,000 averuge strength]

Admission rate

Diagnostic terminology World War 11
World War [

1942-45 | 194243 | 104445

Trench mouth . _________ e 0.02 | 0 1. 94 0
Yincent'sangina .. .- .. ... _____._.....__.. B, 11.56 | 0 0 0
Vincent's infection (not elsewhere classified) ... _._____ 0 0 2.30 0
Vincent's infection (all forms) _ . _ . _ . __________...... 11.58 1 3.93 | 4. 24 3.73

! Enlisted personnel only.

Experience in the Continental United States

Noneffectiveness

Common upper respiratory infection was the most prolific cause of non-
effectiveness in the U.S. Army. A graphic representation of its incidence in
the Army from 1925 to 1945, inclusive, would show a sharp rise around the
beginning of each year. An unusual peak was reached around the begin-
ning of 1941, when no major general epidemic was prevalent. This military
peak was coincident with a rapid increase in mobilization, the opening of
new camps, and the hurried assembly of large numbers of unseasoned civilians.

\ careful statistical analysis presented by Dr. Philip E. Sartwell in
another volume in the history of the Medical Department in World War II
shows that the magnitude of incidence of common respiratory diseases in any
area is related to the proportion of new recruits.’® It is conceivable that the
unexpected increment of respiratory infection in recruits was due to infec-
tion with the virus of undifferentiated respiratory disease; that is, the one
which leaves some active immunity in its wake. The seasoning of troops is
of military importance insofar as common respiratory diseases are concerned
as it governs the amount of noneffectiveness to be expected.

For the remainder of the war, the curve of incidence of common respira-
tory diseases in the United States was astonishingly symmetrical. At about

10 See footnote 2 (1), p. 2.
639243—463 3
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the same time during each war year, there was a recurring peak of almost
the same dimension. Individual differences in type of disease and frequency
at various stations were cancelled out by the large numbers and wide geo-
graphic distribution.

Streptococcal infections were particularly numerous in the eastern slopes
of the Rocky Mountains and the Great Lakes area. Iere, they were the sub-
ject of considerable study both in their less conspicuous form as part of the
mosaic of common respiratory disease and when they became epidemic and
were associated with scarlet fever and rheumatic fever. In cases associated
with common respiratory disease, treatment varied in different stations. The
types and amount of sulfonamides employed differed, although, when avail-
able, sulfadiazine was probably the most widely used. Controlled studies !
in large numbers of cases indicated that sulfadiazine had no more effect
than the routine APC capsule on the duration of the febrile period or on
the length of hospital stay. In more severe cases, however, the drug seemed
to limit spread, to lessen cervical lymphadenitis, and to prevent the develop-
ment of frank abscess.

A study of air disinfection directed by the Army Epidemiological Board
demonstrated that certain glycols, when vaporized, killed micro-organisms 12
and also influenza virus.!* These substances seemed wholly nontoxic in baec-
tericidal concentration, but their efficacy was influenced by environmental
factors, such as humidity.'* Under clinical conditions, they diminished air-
borne cross-infection.!> These reports represented progress in the control of
infection, but practical limitations in the application of aerosols prevented
their use in the field. Oiling floors and bedding, another method aimed at
reduction of airborne infection, could not be shown to lower incidence of
common respiratory infection at Fort Bragg, N.C.

In summary, common upper respiratory infection, while the commonest
single cause of military noneffectiveness, did not seriously interfere with the
training program. Prolonged disability as a sequel was almost entirely lim-
ited to the streptococcal infections. Mortality was insignificant.

Experience Overseas

Incidence.—The “transport cold” was a well-known feature of crossing
the .Atlantic in wartime. Its widespread occurrence could be attributed to

11 Ruxk, H. A, and van Ravenswaay, A. C.: Sulfadiazine in Respiratory Tract Infections; Its
Value in Treatment During the Winter of 1942-1943 at Jefferson Barracks, Missouri. J.A.M.A, 122
493-496, 10 June 1943,

12 Robertson, O. H., Bigg, E.. Miller. B. F.. and Baker, Z.: Sterilization of Air by Certain
Glycols Employed as Aerosols. Science 93: 213-214, 28 Feb, 1941.

13 Robertson, O. H.. Bigg, E., Puck, T. T.. and Miller, B. F.: Protection of Mice Against Infec-
tion With Alr-Borne Influenza Virus by Meang of Propylene Glycol Vapor. Sclence 94: 612-613.
26 Dec. 1941,

14 Robertron, O. H.: Sterilization of Air With Glycol Vapars, Harvey Lect. (1942-1943) 38:
227-254. 1943,

15 Harris, T. N.. and Stokes, J.. Jr.: Air-Borne Cross-Infection in the Cage of the Common Cold.
A Further Clinical Study of the Use of Glycol Vapors for Air Sterflization. Am. J.M. Sc. 206 : 631-636,

November 1943.
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the great crowding, poor ventilation, and the bringing together of troops
from many different units, thus introducing new infective strains. It was
commonplace for as high as 80 percent of U.S. troops to contract a cold in
the course of the voyage to England.

In spite of the climate in England, colder and damper than that to
which Americans had been accustomed, the noneffective rate due to respira-
tory diseases was considerably lower there than in the United States. The
fact that U.S. troops were seasoned when they arrived undoubtedly contrib-
uted to the lower rate. In some Americans, the cold had a tendency to be-
come chronic, particularly during the first year overseas, but usually there-
after the men had become acclimatized, and chronic catarrh and cough were
much less marked. Individuals with a history of recurrent bronchitis were
apt to have difficulty with the English climate; in particular, any tendency
to asthma seemed accentuated. On the whole, however, the health of the
Army was excellent. and there was no undue incidence of sinusitis.

The incidence of common upper respiratory disease and influenza in the
European Theater »f Operations, U.S. Army, pointed up the result of sea-
soning of troops. In November 1943, at the time of the epidemic of influ-
enza A, the incidence was slightly higher than in January 1943 when in-
fluenza was not identified. After November 1943, there was a steady decline
so that in June 1944 and thereafter throughout the winter of 1945 the non-
effective rate was at a very low level.

Clinical features of common upper respiratory infection in the Euro-
pean theater were not remarkable. Throat cultures yielded moderate num-
bers of higher type pneumococci and H. influenzae. The number of hemo-
Ivtic streptococcus carriers was not large, and only sporadic cases of strep-
tococcal sore throat appeared during the winter months. The tendency to
develop peritonsillar cellulitis has been mentioned. In 80 percent of such
cases, the hemolytic streptococcus could be cultivated. The remaining 20
percent. clinically indistinguishable, may represent cases of nonstreptococcal
exudative pharyngitis with an unusual degree of swelling of faucial pillars.

The incidence of common respiratory infection in the Mediterranean
(formerly North African) Theater of Operations, U.S. Army, was consid-
erably below the average for the European theater and for the United States
in 1942 and 1943. In the summer of 1944, it was slightly higher, but at this
time morbidity elsewhere was unusually low. Common respiratory disease
presented one special problem in the Mediterranean theater—the likelihood
of its being confused with certain conditions which were endemic in the area,
particularly sandfly fever, malaria, and the preicteric stage of hepatitis.
Complications of common respiratory infections were not conspicuous, and a
total of but 10 deaths was recorded from such purulent infections as menin-
gitis.

Incidence of streptococcal infections in the Mediterranean theater was
low. According to Circular Letter No. 16, Headquarters, North African
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Theater of Operations, Oftice of the Surgeon, 22 March 1944, subject : Prep-
aration of Medical Department Reports and Records, U.S. Army, the term
“streptococeal sore throat™ was applied only to acute pharyngitis and tonsil-
litis known or suspected to be caused by the beta hemolytic streptococcus,
and foodborne and milkborne outhreaks of septic sore throat. During the
IT-month period from 1 May 194 to 31 March 1945, inclusive, when strep-
tococeal sore throat was reported separately, only 803 cuases were reported.
Two small outbreaks were studied, one involving 112 men and the other, 38.
In both instances, it was thought that the streptococeal infection was either
foodborne or milkborne. Interestingly enough, not a single case of scarlet
fever developed as a result of these outbreaks.®

An acute outbrenk of membranous pharyngitis in Sicily, in October
1943, involved 96 men, 66 of whom were reported by the local civilian lab-
oratories as having throat cultures positive for Corynebacterium diphtheriae.
Subsequent investigation by the staff of the 15th Medical General Laboratory,
Naples, Italy. threw doubt on the diagnosis of diphtheria in this outbreak,
and the theater consultant in medicine later expressed the opinion that in all
probability it was of streptococcic origin. The epidemic was explosive and
had the character of a foodborne or milkborne infection.

Vincent's angina (as distinet from stomatitis or trench mouth) was re-
ported only 990 times from the Mediterranean theater. Nevertheless, the
estimated admissions for the various types of Vincent'’s infection numbered
about 2800,

The admission rate for common respiratory infection in U.S. Army
Forces, China-Burma-India, was comparable with that observed in temper-
ate climates, although the curve of incidence was relatively devoid of seasonal
peaks. Clinical characteristics were stated to be astonishingly similar to those
noted in the United States, and the complications as frequent.

The Pacific avea is so vast that generalizations about disease therein
would be dangerous. Conditions in parts of Australia are quite similar to
those in temperate regions elsewhere, and common upper respiratory infec-
tion conformed to the familiar pattern. On small tropical islands, however.
the incidence was stated to be much less under normal conditions, rising
sharply with the arrival of large numbers of troops. Studies have been re-
ported from such areas indicating that the bacterial florn was different from
that noted in temperate climates. One study,'” for instance, included 272
throat and sputum cultures in which pneumococci were found only 7 times.
It was stated in this report that pneumonia was very infrequent.

16 Repart [Final), Lt. Col. Danlel W, Myera, MC, and Maj. Edward deS. Matthews, MC, MTOUSA,
to Ofce of the Surgeon General, subject : Respiratory Diseases in the Mediterranean Theater of Opera-
tionx, 1943,

17 Norrix, R, F.: Symposium on Recent Advances (n Medicine ;: Observations on the Epidemlology
and Bacteriology of Acute Reapiratory Tract Infections Among the Armed Forcee of the Tropical South
PPacific. M. Clin. North Amertca 28: 14181427, November 1944,




RESPIRATORY DISEASES 9

Two U.S. Navy observers '® stated that at least 50 percent of the cases
of catarrhal fever in a South Pacific Area showed asthmalike manifesta-
tions, An eosinophilin of 8 to 10 percent was a common finding. The sig-
nificance is obscure unless it is related to the high incidence of allergic dis-
orders in the Tropics.!?

Treatment.—Treatment of common upper respiratory infections was
symptomatic and lacked uniformity. Apart from streptococcal and Vincent's
infections, this group is not susceptible to chemotherapy. Nevertheless, it is
unquestionable that a great many viral infections were treated with sulfa-
diazine. The greater the experience of the medical officer, and the better his
facilities for laboratory diagnosis. the less unnecessary sulfonamides were
administered. The Professional Service Division advised that sulfonamides
should not be employed as a routine measure in the absence of definite in-
dications. In doubtful cases, however, it seemed wise to prescribe them. If
certain indications were present, such as leukocytosis, symptoms of otitis
media, the presence of pneumococci in the sputum, or the clinical features of
acute tonsillitis, sulfonamides, and particularly sulfadiazine, were employed.

Sulfadiazine was used in the treatment of recognized streptococcal in-
fections with prompt effect. It was likewise employed in Vincent's infection.

In the winter of 1945, studies were made, in a number of hospitals in
England, of the effect of local penicillin therapy, either in the form of a
throat spray or more frequently of lozenges containing 500 units of penicil-
lin. Results in streptecoccal infections were disappointing. The use of in-
tramuscular penicillin was also reported in a few hospitals. Its effects in
streptococcal infection were said to resemble those with sulfadiazine. Local
and intramuscular penicillin gave striking results in Vincent's infections in
reports from England, but variable results were obtained in a small number
of cases of Vincent's angina when penicillin was used intramuscularly in the
Mediterranean theater.

INFLUENZA

Introduction

The word “influenza™ has been in general English usage since the 16th
century to designate irregularly recurring, widespread visitations of respira-
tory diseases. explosive in character and often associated with considerable
mortality. Its recognition, until the introduction of the new serological
methods, rested upon epidemiological and not clinical grounds, and one could
not speak of an isolated case.

Good clinical descriptions of these outbreaks are available. Worldwide
attention was directed to the disease in 1889 because of its high incidence

18 Schneierson, 8. J.. and Wilson, W. A.: Unusual Feature of Respiratory Infections in a South
Pacific Area. U.S. Nav. M. Bull. 44: 1010-1012, May 1945.

19 Young. C. T.. Cook. W. R., and Kawa=zaki, I. A.: Allergle Rhinitis and Arthma in Hawnii. War
Med. 3: 282290, March 1943,
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and the relatively frequent association with fatal pneumonia during that
epidemic. The influenza bacillus, isolated by Pfeiffer from a number of those
fatal cases, was regarded for some years as the cause of the disease. Pan-
demic influenza revisited the world in a more devastating form in 1918, to-
ward the end of the First World War. Incidence was very high, distribu-
tion global, and the mortality appalling. In the U.S. Army alone, 24,664
deaths were attributed to the disease, and the number of deaths throughout
the world ran into millions.* This catastrophe gave rise to a most intensive
scientific investigation of the disease which revealed that the Pfeiffer bacillus
could not be found in many typical cases of influenzal pneumonia. These
pneumonias usually had a mixed bacterial florn, among which pneumococei
and streptococci were prominent. The conclusion became inescapable that
some wholly different agent, not recognizable by ordinary bacteriologic means,
was the primary cause of the pandemic; that this agent, while occasionally
killing in & few hours, usually produced its lethal effect by paving the way
for a secondary bacterial pneumonia; and that the agent was often, though
not always, accompanied by Pfeiffer's bacillus. If this agent were not bac-
terial, it must be in the category of the filterable viruses.

The highest mortality of the 1918 pandemic was in the age group be-
tween 20 and 35 years. Susceptibility to the most severe form of the disease
seemed to increase with age until about 35 years, when it fell off sharply.
This suggests that exposure to the primary agent in 1889 may have increased
resistance in 1918 and that the two pandemics were caused by the same virus.

Before and after the influenza outbreak of 1918, epidemic waves of acute
respiratory diseases occurred which were clinically indistinguishable from
mild cases in the pandemic. However, in these outbreaks, cases were uncom-
plicated and mortality was nil. These epidemics were called influenza of the
interpandemic type or simply epidemic influenza.

Intensive study of epidemic influenza during the past 15 years was be-
gun in England where the first successful isolation of a virus capable of
infecting laboratory animals was achieved. Investigators throughout the
world have contributed to the work, the principal ones being Andrewes in
England, Francis in the United States, Burnet in Australia, and Smorodint-
sev in Russia. From these researches, a fairly clear pattern has emerged
although there remain distinct gaps in our understanding of the disease.

Two causative agents have been identified. Influenza A virus, the first
to be recognized, gives rise to epidemics which, in the Northern Hemisphere,
tend to occur biennially in odd-numbered years in the winter months, with
larger outbreaks every fourth year. Recent studies have shown that influ-
enza .\ is a group of which the various agents are related but immunolog-
ically distinguishable.

0 The Medical Department of the United Statesx Army in the World War. Washington : Govern-
ment P’rinting Office, 1925, vol. XV, pt. 2, p. 134,
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Influenza B virus has appeared less regularly and less explosively and
has caused less severe epidemics. It was first identified in the United States
in 1940, and retrospective study of sera saved from the 1936 epidemic of
influenza found them to contain antibodies to this virus. Clinically, it can-
not be distinguished from the disease caused by influenza A. Identification
may be by isolation of the virus or by demonstrating a rise in titer of anti-
body to one of the two viruses following an attack. However, in some cases
of influenza, identification of neither virus can be made. On the other hand,
during an epidemic of one type, a significant proportion of sera may later
show evidence of infection by the other type.*

Exceptions to the general statement that epidemic influenza tends to be
mild must be noted. For example, in Boston, Mass., in December 1940 and
January 1941, 66 cases of staphylococcal pneumonia with 21 deaths occurred
with coincident infection with influenza A in many of these.?2 The Commis-
sion on Acute Respiratory Diseases recorded an outbreak of type I pneumo-
coccal infection in Northville, N.Y., related to influenza B infection.?®* In a
station such as the Army Air Force Technical School at Sioux Falls, S. Dak.,
the already constant, rather high incidence of lobar pneumonia rose when
influenza appeared.

Active immunity acquired during an attack of influenza appears from
clinical and serological evidence to be of short duration. Complete correla-
tion between the level of serological immunity and susceptibility to the dis-
ease is not possible although the Commission found some evidence that pa-
tients with initially low antibody titer tended to be more severely ill than
those with an initially high titer. Reference will be made later to the
first large-scale attempt at active immunization of Army personnel with arti-
ficially cultivated influenza vaccine.?*

What light do these studies of influenza throw upon the pandemic of
19187 Slight epidemiological evidence that the pandemics of 1889 and 1918
were caused by the same agent and that therefore the interpandemic variety
is immunologically distinct has been mentioned. On the other hand, Shope’s
work on swine influenza, a persistent disease which first appeared in 1918,
has suggested another hypothesis. The virus of swine influenza is related to,
but not identical with, influenza A virus. If it is in reality a survival in
another species of the 1918 human influenza, then one may suppose that
pandemic and interpandemic influenza are related. These questions may be
answered if another pandemic appears. Had such an event transpired dur-
ing World War II, it would likely not have created the disaster of 1918

21 Lush, D., Stuart-Harris, C. H,, and Andrewes, C. H.: The Occurrence of Influenza B in Southern
England. Brit. J. Exper. Path. 22 : 302-304, December 1941.

22 Finland, M., Peterson, O. L., and Strauss, E.: Staphylococcic Pneumonia Occurring During an
Epidemic of Influenza. Arch. Int. Med. 70: 183-205, August 1942,

23 Commission on Acute Respiratory Diseases and the New York State Department of Health:
The Relation Between Epidemics of Acute Bacterial Pneumonia and Influenza. Science 102 : 561-563,

30 Nov. 1945.
24 See footnote 19, p. 9.
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because complications and therefore mortality might have been very favor-
ably affected by chemotherapy and antibiotic treatment.

For a complete account of the epidemiology of influenza during World
War 11, the reader is referred to the chapter by Dr. Thomas Francis, Jr.,
in another volume in the history of the Medical Department in World War
112 In the ensuing paragraphs, only the highlights most relevant to the
interests of the Professional Service Division will be presented.

Experience in the Continental United States

Influenza was epidemic in the winter of 1940—1, but the major epidemic
took place at the end of 1943. It was explosive in character, but not all parts
of the country were simultaneously affected. It is of interest that evidence
of infection with influenza A virus was found in three patients in May in a
station hospital in Michigan, and on 18 November, at the very beginning of
the epidemic, the same virus was recovered from two patients also in Michi-
gan?®  Thereafter, during the epidemic, influenza A appeared in various
parts of the country. .\s in other epidemics, in a number of clinically typi-
cal cases, no rise in antibody titer to influenza A virus could be demonstrated,
and there were rare cases in which influenza B virus appeared to be involved.

The epidemic was fairly widespread, both in the Army and among civil-
ians, but like other outbreaks of the interpandemic type, the disease was of
very short duration, rather mild in character, and generally uncomplicated.
Extensive clinical and serological studies were made by the Commission at
Fort Bragg?* Some of the conclusions drawn are as follows: Influenza with
typical features—sudden onset, severe malaise, painful eyeballs, flushed face,
injected eyes, high fever, and leukopenia—occurred as a clinical entity in
only about half the serologically proved cases. Moreover, certain cases of
undifferentiated respiratory disease, prevalent at the time, presented the same
characteristics. In the aggregate, there were significant differences between
undifferentiated respiratory disease and influenza, but individual cases could
not be distinguished clinically.

In some areas, the 1943 influenza epidemic assumed a slightly more
severe character. An example of this occurred at the Army Air Force Tech-
nical School in Sioux Falls where the first definite case was noted on 22
November. Following this, the incidence rose very sharply, the peak being
reached between 29 November and 1 December. Respiratory disease admis-
sions per 1,000 per week for the 4 weeks beginning 14 November through
the week beginning 5 December were: 7.8, 13.7, 99.0, and 19.6, respectively.
Altogether, 11.1 percent of the school population was affected. Age, length

25 See footnote 2 (1), p. 2.

28 Salk, J. E., Menke, W. J., and Francis, T., Jr.: Ideatification of Influenza Type A In the Current
Outbreak of Respiratory Disxease. J.AM.A. 124 03, 8 Jan. 1944,

27 Commission on Acute Respiratory Diseases: Studies of the 1943 Epidemlc of Infiuenza A.
I1. Comparison of the Clinical and Laboratory Characteristics of Influenza A and Undifferentiated
Acute Respiratory Disease (ARD). Am. J. Hyg. 48: 263-275, November 1948,
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of service, and duration of stay at the post had no detectable effect upon
susceptibility. Clinically, the cases were typical of intluenza; throat cultures
on 137 patients showed hemolytic streptococet in 17 and pneumococei in 7.
There was no evidence that the epidemic engendered the spread of beta hemo-
lytic streptococci.

Associated pneumonitis was said to be present in 5.8 percent of the
patients. In these cases, onset and symptoms were similar to the uncompli-
cated ones, but the disease was more severe, the fever higher and of slightly
longer duration (3.2 days average), and there were rales at the bases to-
gether with X-ray changes. There was no associated leukocytosis, and sul-
fonamides did not shorten the duration of fever. Influenzal pneumonin—
which this picture most assuredly suggests—has been very uncommonly found
elsewhere. In addition, at Sioux Falls, there was a sharp rise (from 1.5 to
nearly 5 per 1,000) in the weekly incidence of lobar pneumonia. the peak
corresponding precisely with that of influenza.

By 1943, the production of a vaccine made with artificially cultivated
influenza virus had been greatly improved, and a quantity of material con-
taining both the A and B viruses was available for testing during the epi-
demic. Vaccination of man with both the A and B viruses had been shown
not only to stimulate the production of antibodies but also to induce con-
siderable immunity against the artificially induced disease.?® The active
immunity to type A was apparently of shorter duration than to type B, as
those vaceinated with the former 4 months before the test were considerably
more susceptible than those vaccinated 2 weeks before. A large-scale trial
seemed warranted. By great good fortune, some 6,263 students in the Army
Specialized Training Program were vaccinated just before the epidemic.
The subsequent incidence of influenza was significantly less than that in 6,211
controls, the ratio being 1:3.2.%°

Evidence of influenza B infection was established in local outbreaks in
different parts of the continental United States, in the Canal Zone, Alaska,
and Hawaii in the spring of 1945. The occurrence of some influenza in the
spring was reminiscent of the year 1918, and this led the chairman of the
Army Epidemiological Board to recommend that the entire .Army be vacei-
nated. The proposal was approved by The Surgeon General, U.S. Army,
and was carried out in Qctober 1945. From this uncontrolled experiment,
two conclusions 3° could be drawn by comparing disease rates in the Army
with those of unvaccinated U.8. Navy personnel. The first was that mass

2% (1) Francis, T., Jr., 8alk. J. E., Pearson, H. E.. and Brown, P, N.: Protective Effect of Vaccina-
tion Against Induced Influenza A. Proc. Soc. Fxper. Biol. & Med. 55: 104-1035. February 1944,
(2) RKRalk, J. E., Pearson, H. E., Brown. I'. N., and Francis, T.. Jr.: Protective Effect of Vaccination
Against Induced Influenza B. Proc. Soc. Exper. Blol. & Med. 33 : 106-107, February 1044.

20 Commission on Influenza : A Clinical Evaluation of Vaecination Agninst Influenza ; Preliminary
Report, J.ADM.A. 124: 082-985, 1 Apr. 1044,

% (1) Francis, T., Jr., Salk, J. E., and Brace, W. M.: The Protective Effect of Vaccination Agninst
Epidemic Influenza B. J.AM.A. 131: 273-27R8, 25 May 1946. (2) Hirst, G. K., Vilches, A., Rogers, O.,
and Robbing, C. L.: The Effect of Vaecination on the Incidence of Influenza B. Am. J. Hyg. 43:
96-101, January 1947.
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vaceination had exerted a definitely protective effect in lowering mortality,
and the second, that influenza B was a better immunizing agent than influ-
enza A.

Experience Overseas
European theater

The history of influenza in the U.S. Army in the European theuter is
extraordinarily interesting in the light of what might have happened. Since
1931, epidemics had occurred in England in the odd-numbered vears with a
larger wave every fourth year. Had this schedule been maintained, a mod-
ernte outbrenk would have occurred in Junuary 1943 and a more severe one
in January 1945. The former would not have been serious as hospital facili-
ties in England were more than adequate to care for ali troops then sta-
tioned there. However, in 1945, hospitals were already filled bevond normal
capuacitv. A sharp epidemic at that time would have been extremely difficult
to cope with and its effect upon the military situation would have been
grave. It is not known why the epidemic did not occur.

There is seldom a complete explanation of any epidemiological phe-
nomenon. In this instance, the events were as follows: The January 1943
epidemic did not take place; it was delayed 10 months, until November. when
a sharp, widespread epidemic developed. The rhythmic pattern of influenza
was thus disturbed. Late in 1944, the senior consultant in infectious disenses,
Enropean theater, ventured to predict to the surgeon, United Kingdom Base,
that influenza would not o-cur in 1945, Partly as a result of this point of
view, many hospitalized patients with trenchfoot were retained for duty in
the theater rather than being boarded home in order to increase the number
of available hospital beds. It required some fortitude to make the predic-
tion of a healthy winter from the respiratory standpoint, but, mirabile dictu,
precisely this came to pass, and the U.S. Army went through the most crit-
ical period of the winter campaign with an extraordinarily low noneflective
rate due to respiratory disease.

Actually, the prediction was based on fairly sound epidemiological and
immunological reasoning, It has been demonstrated that considerable im-
munity is left by epidemic influenza and that outhreaks of the interpandemic
type occur at least 2 venrs apart. The delay in appearance of influenza in
1943 deflected what would have been an almost intolerable extrn burden in
1943 at a time when medical facilitiex were badly strained.

Observations made by FEnglish investigators3' on the behavior of the
influenza viruses may be briefly summarized. as follows: \lthough no epi-
demic occurred in the winter of 1943, a few sporadic cases of influenza
showed rise in antibody titer to influenza B. In the spring and summer. a
few cases were noted with influenza \\. This is a very unusual time for

1 Stuart Harris, C. .. Glover, R. E., and Mills, K. C.: Influenza in Rritain, 1042 43, Lancet 2
THO T03, 25 Dee, 1043,
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finding evide:  of influenza .\ infection. Then when the widespread epi-
demic took place in November. influenza A was incriminated in many see-
tions of the country.*

Influenza in the U.S. Army paralleled this disease in the British civilian
population. The incidence of all respiratory infections in the U.S. Army
in the FKuropean theater reached a sudden peak in November 1943. with
almost as rapid a fall to a point somewhat above the preepidemic level, and
a subsequent slower decline through the winter months. By June, at the
time of the invasion, the incidence was extremely low, and it remained low,
with much less than the expected seasonal upturn, through the winter of
1945.

The great balk of the cases on which this curve is based fall into the
category called common upper respiratory infection. That the striking peak
of November 1943 represents superadded influenza is presumed because of
the explosive character of the epidemic, its clinical features, and serological
evidence. Tests were not done on a large scale in the Army, but a sufficient
number of sera from different parts of the country were examined to show
that the Army experience was quite similar to British civilian experience;
that is, a majority showed a rise in titer to influenza A virus.

In the Army, as with civilians in England and eclsewhere, all influenza
encountered during World War 11 was mild and uncomplicated. The pa-
tients were moderately, not severely, prostrated, and the disease was a short
one with a febrile course of 2 or 3 days. To all intents and purposes. pneu-
monia did not orcur.  Influenzal pneumonia of the 1918 type was not seen.
A reported increase in civilian deaths in England was found by the Ministry
of Health to be due to an increased mortality cavsed by such conditions as
congestive heart failure, associated with the general rise in the respiratory
disense rate. In the U.S. Army, no deaths were attributed to influenzal
pneumonia. A few complications, such as otitis and sinusitis were observed.
but they were not conspienous.

As for the clinical features of the epidemic. the familiar symptoms
were encountered i many eases.  However. the writer was more impressed
with the widespread character of the disease than by its uniformity of be-
havior. As he had observed in other epidemics of influenza, n tvpieal case
was hard to define. For example, a1t an nirbase in East Anglia in November
1943, & large number of patients were treated, but many of these had per-
sistent colds canght on their recent transport vovage, and common upper
respiratory disease confused the picture of sudden outbreak of influenza.

Mediterranean theater

Maj. (later Lt. Col.) Daniel W. Myvers, MC. and Capt. (later Lt. Col.)
Fdward deS. Matthews, M. stated in their report on respiratory diseases

32 Andrewen, C. . and Glovwr. ROE. - Influens AT uthreak of October December, 1943, Lan-
eet 2. 104 103, 22 July 1944
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in the Mediterranean theater: “Influenza was reported 11,094 times in
MTOUNS.A, thus appavently making up 5.9 percent of common respiratory
infections; however, it is doubtful whether true influenza was encountered
in MTOUSA.”3  The authors mention the fallacy of making the diagnosis
solely upon clinical criteria, as the same symptoms occurred in other diseases,
such as sandfly fever, malaria, and hepatitis, prevalent in the theater. There
were no reports of geometric increase in frequency of influenza-like respira-
tory disease from any organization in this theater and incidence of acute
common respiratory diseases remained within expected seasonal range. Be-
cause of lack of sufficient indication, influenzal virus studies were not at-
tempted on a large scale. It is noteworthy, however, that by far the highust
peak for the annual rate of common respiratory disease (nearly 300) oc-
curred in January 1944 only very slightly after the epidemic of influenza A
in England and the United States. It seems unlikely that the Mediterranean
theater should have completely escaped so widespread a visitation, and
superadded influenza would be a logical explanation for the shape of the
curve at that time.

Other oversea theaters

Reported admission rates for influenza in the China-Burma-India thea-
ter and the Pacific areas were low throughout the war, and the curves for
common respiratory infection show no peaks suggestive of the superadded
etffect of influenza.

So the history of influenza during World War IT stands in happy con-
trast to that of World War I. Pandemic influenza did not occur. Owing
to the prolongation of the epidemic c¢ycle in the middle of the war, only one
important outbreak took place and that at a time when it could be handled
with ease.

PRIMARY ATYPICAL PNEUMONIA

Introduction

The term “primary atypical pnenmonia™ would have evoked polite
imcomprehension in the average medical practitioner about 20 vears ago, and
today it is one of our commonest dingnoses.

Pneumonias were originally classified on an anatomieal basis: this was
followed by a combined anatomical-clinical approach and. also. by an en-
deavor to identify them etiologically. These three phases were often har-
monious. Thus, the common type of pneumonia appearing as a primary
disease was lobar in distribution; it had well-defined clinical characteristics.
and it was due to the pneumococcus. Therefore. “lobar pneumonia™ was
designated an anatomieal, clinieal, and etiological entity.  As the identifica-

a3 Nee footnote 16, p. S,
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tion of pneumococcus types became more exact, the qualification “type I
lobar pneumonia” or “type VII lobar pneumonia™ was added.

Apart from the disruption of the pattern caused by the 1918 pandemic
of influenza, lobar pneumonia had maintained a fairly consistent record for
many vears in the temperate zones as primarily a winter disease with a usual
mortality of about 30 percent in cases not specifically treated. It had been
subjected to exhaustive research, and a great deal of knowledge had been
accumulated as to the mechanisms of recovery and immunity. The biology
of the pneumococcus was, perhaps, better understood than that of any other
micro-organism. By 1938, specific therapeutic sera had been produced for
more than 30 tvpes of pneumococcus.

“Bronchopneumonia™ was also originally an anatomical term. but the
classification of bronchopneumonias clinically was much less clearly defined.
They formed a heterogeneous group. It was known that a number of micro-
organisms besides the pneumococcus could cause pulmonary consolidation
of peribronchial distribution. Most of these pneumonias, however, were
secondary; that is, they occurred as complications of other diseases or sur-
gical operations and in the aged and debilitated. Primary bronchopneu-
monias were recognized, but generally speaking they were relatively uncom-
mon. Qeccasionally, the hemolytic streptococcus gave rise to primary bron-
chopneumonia, either in sporadic cases or in localized epidemics. when it
often followed in the wake of measles or epidemic milkborne sore throat.
One type of virus pneumonia. psittacosis, was recognized. but was admittedly
rare. \s for influenzal pneumonia, this, to all intents and purposes, had
vanished after the 1918-20 pandemic.

In 1938, two events oceurred to change the clinieal concept of pneu-
monia. In the first place, in England, a chemotherapeutic agent. M. & B.
693 or sulfapyridine, was introduced which was highly effective against
pneumococeal infections.  Intense interest was manifested in whether sulfa-
pyridine would supplant serum therapy as the treatment of choice in lobar
preumonia and if it would constitute a successful treatment of the broncho-
pneumonias. .\t almost the same time. an increasing number of primary
pneumonias, apparently not caused by the pneumococcus and quite obviously
not susceptible to chemotherapy, were being observed. .\ new disease entity
was rapidly suspected.

The principal characteristics of this disease were as follows: It seemed
to have a predilection for young adults; the onset was rather gradual; the
pulmonary consolidation was patchy and often showed a migratory ten-
dency: there was no associated leukocytosis (at least in the early stages).
and the bacterial flora of the sputum was not different from that found in
normals: some patients were gravely ill but after a variable febrile period
complete recovery took place, with a very low overall mortality; and such
slight histological material as was available indicated that the process was
an interstitinl pneumonitis with a mononuclear type of exudate. Strepto-
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coccus viridans was at first thought to be the cause, but this hypothesis
failed to be substantiated. With no evident bacterial etiology, the disease
was then presumed to be due to a filterable virus.

But was it a new disease? Hospital clinical records between 1922 and
1935 contain infrequent descriptions of single cases exactly corresponding
with the description just cited. Furthermore, beginning about 1933, occa-
sional notations in medical literature indicate that some observers were
aware of benign bronchopulmonary infiltrations simulating tuberculosis, and
localized epidemics of an influenza-like disease associated with mild pneu-
monitis had been described. It is likely that both of these conditions were
caused by the same agent or agents of the “new disease.” Atypical pneu-
monias more or less conforming to the same description were likewise de-
scribed as occurring during the winter of 1917-18.3¢ The following factors
probably caused the delay until 1938 in general recognition of primary atyp-
ical pneumonia: The more numerous and severe cases observed in that year,
the more exact bacteriological diagnosis of the familiar types of pneumonia,
and the introduction of the new chemotherapeutic agents.

Most of the increasing number of papers on primary atypical pneumonia
during the ensuing years were clinical descriptions, but the research work
was going forward. Broadly speaking, it is now generally agreed that
atypical pneumonia is caused by a virus but by far the majority of cases
are not due to the identifiable viral agents, such as psittacosis, ornithosis-
lymphogranuloma, and rickettsia. Endeavors to transmit the agent to lab-
oratory animals, or to cultivate it, have been, on the whole, disappointing.
The most important studies of the etiology of primary atypical pneumonia
were performed during World War II by the Commission on Acute Respira-
tory Diseases under the direction of Dr. Dingle. Briefly, these studies were
as follows:

The disease was successfully transmitted from man to man by bacteria-
free filtrates under conditions of quarantine.?® A minority of those inocu-
lIated developed atypical pneumonia, but others had less severe illnesses
which might be called bronchitis or common upper respiratory infection.
In other words, there is evidence that under epidemic conditions the virus
may produce many cases of nondescript respiratory infection for each one
of frank atypical pneumonia. Under experimental conditions, the incuba-
tion period was not quite so long as the 2 or 3 weeks which had been esti-
mated from epidemiological studies of the naturally occurring disease.

Two serological reactions which develop during convalescence from
atypical pneumonia in the majority of cases have been discovered. One of

34 See footnote 1, p. 1.

35 (1) Commission on Acute Respiratory Diseases: Transmission of Primary Atypical Pneumonia
to Human Volunteers. J.A.M.A. 127: 1406-149, 20 Jan. 1945. (2) Commission on Acute Respiratory
Dixeasex : The Present Status of the Etiology of Primary Atyplcal Pneumonia. Bull. New York Acad.
Med. 21: 235-262, May 1945. (3) Commission on Acute Respiratory Diseases: An Experimental
Attempt to Transmit Primary Atypical Pneumonia tn Human Volunteers. J. Clin. Investigation 24:
175188, March 1945.
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these phenomena is the cold hemagglutinin; ¢ the other is the agglutinin
for a certain strain of nonhemolytic streptococcus.?® These two agglutinins
are not identical, and their significance is not clear. There is general agree-
ment that the particular streptococcus in question is not the cause of the
disease.

Experience in the Continental United States

The concept of atypical pneumonia was still a fairly new one in the
winter of 1941, and while the disease was recognized in most university
clinics, it was not familiar to the profession as a whole. In the summer of
1941, something in the nature of a mild epidemic of pneumonia which did
not respond to sulfonamide therapy occurred in southern training camps.
At the request of the surgeon, Fourth Corps Area, a small civilian mission 33
was dispatched in October to several southern training camps, notably Camp
Claiborne, La. It reached the conclusion that this was an epidemic of atypi-
cal pneumonia. The Surgeon General accepted a recommendation from this
mission that a permanent commission be instituted for the study of the dis-
ease, inasmuch as the Army seemed an ideal milieu for such a study. This
commission, established in December 1941, continued to work throughout the
war, first at Camp Claiborne, and later at Fort Bragg. It conducted in-
tensive clinical and scientific researches on the subject of atypical pneumonia,
as well as other acute respiratory infections.*® Among many noteworthy
accomplishments of the Commission on Acute Respiratory Diseases were the
successful human transmission experiments.®

The characteristics of the disease as originally seen at Camp Claiborne
were briefly described by the chief of medical service of the station hospital
and two of his colleagues.*? They reported that 262 cases occurred during
a period of 4 months with a camp population of about 27,000. In general,
these cases were mild with a short febrile course. A few more severe cases

36 (1) Peterson, O. L., Ham, T. H., and Finland, M.: Cold Agglutinins (Autohemagglutinins) in
Primary Atypical Pneumonias. Science 97: 167, 12 Feb. 1943, (2) Turner, J. C.: Development of
Cold Agglutinins in Atypical Pneumonia. Nature, London 151: 419-420, 10 Apr. 1943.

37 Thomas, L., Mirick, G. 8., Curnen, E. C., Ziegler, J. E., Jr.,, and Horsfall, F. L., Jr.: Serological
Reactions With Indifferent Streptococcus in Primary Atypical Pneumonia. Science 98: 566-568,
24 Dec. 1943.

38 Drs, A. R. Dochez and Y. Kneeland, Jr., of the College of Physicians and Surgeons, Columbia
University, New York, N.Y,, and Dr. Colin M. MacLeod, of the New York University College of Medicine,
New York, N.Y., all members of the recently created Board for the Investigation and Control of Influ-
enza and Other Epidemic Diseases in the Army.

39 (1) Dingle, J. H., Abernethy, T. J.. Badger, G. F., Buddingh, G. J., Feller, A. E., Langmuir,
A. D., Ruegsegger, J. M., and Wood, W, B, Jr.: Primary Atypical Pneumonia, Etiology Unknown.
War Med. 3: 223-248, March 1943. (2) Commission on Acute Respiratory Diseases: Epidemiology
of Atypical Pneumonia and Acute Respiratory Disease at Fort Bragg, North Carolina. Am. J. Pub.
Health 34: 335-346, April 1944. (3) Dingle, J. H., Abernethy, T. J., Badger, G. F., Buddingh, G. J.,
Feller, A. E., Langmulr, A. D., Ruegsegger, J. M., and Wood, W. B., Jr.: Primary Atypical Pneumonia,
Etiology Unknown. (Parts I, II, and III.) Am. J. Hyg. 39: 67-128, January; 197-268, March;
2609-336. May 1944. (4) Dammin, G. J., and Weller, T. H. (in collaboration with Commission on
Acute Respiratory Diseases) : Attempts to Transmit Primary Atypical Pneumonia and Other Res-
piratory Tract Infections to the Mongoose. J. Immunol. 50 : 107-114, February 1945.

40 See footnote 33, p. 18.

41 Moore, G. B., Jr., Tanpenbaum, A, J., and Smaha, T. G.: Atypical Pneumonia in an Army Camp.

War Med. 2: 615-622, July 1942,
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were noted, and two patients died, although there was some question of
the diagnosis in one of them. Men over 28 years old were being released
from the Army at this time. Qccasionally, the routine predischarge X-ray
in these individuals showed areas of infiltration resembling tuberculosis
which cleared up quite rapidly. This, taken together with the human trans-
mission experiments just cited, suggests that there were probably many
“walking cases” of the disease. The rate of 262 cases in 27,000 troops over
a period of 4+ months may thus not indicate the true communicability. That it
mav be quite high under special circumstances is indicated by an occasional

rt. For example, on one occasion about 40 percent of the men out of a

ie company engaged as “cleanup teams” in a wire operations school
v cutracted the disease

Shortly after the Commission began its activities, a change in termi-
nology of the pneumonias was made by The Surgeon General, so that thence-
forward primary atypical pneumonia was reported as such.#®  Clinical rec-
ognition of the disease became increasingly accurate in many hospitals, al-
though there is reason to believe that the officially reported incidence was
always low. A perusal of the large number of papers submitted to The
Surgeon General to be approved for publication convinces one that the
clinical characteristics of the disease were fairly uniform. The student is
referred to the original articles* published by the Commission on Acute
Respiratory Diseases for the best account of the manifestations and epidemi-
ology of the disease.

The annual incidence of primary atypical pneumonia in Army camps
thronghout the war was remarkably constant. The highest admission rate
in the United States (8.95 per annum per 1.000 average strength) oceurred
in 1943, although the validity of this may be questioned owing to change in
diagnostic criteria. Seasonal variations in admission rates were more
marked: with striking exceptions, rates were usually higher in the winter
months. Generally speaking, cases of atypical pneumonia showed an im-
mense numerical preponderance over lobar pneumonia, rates for which were
exceedingly low. One report, from Truax Army Air Field, Madison. Wis..
agives this ratio as approximately 10:1. At Scott Field, Belleville, 111, 73
cases of atypical pneumonia were seen during a period when 24 lobar pneu-
monias and 37 bacterial bronchopneumonias occurred.®> At Jefferson Bar-
racks. Mo., 1,862 cases of atypical pneumonia were described as contrasted
with 62 lobar pneumonias occurring over the same period of time.*®* These

42 Idstrom, L. G., and Rosenberg, B.: Primary Atypical Pneumonia. Bull. U.S. Army M. Dept.
No. 81. pp. 88-92. October 1944,

43 Circular Letter No. 19, Office of the Surgeon General, U.S. Army, 2 Mar. 1942,

14 See footnote 39 (1), (2), and (3), p. 19,

45 Owen, C. A.: Primary Atypical Pneumonia. An Analysis of 738 Cases Occurring During 1942
at Seott Field, 11I.  Arch. Int. Med. 73: 217-231, March 1944.

46 van Ravenswaay, A. C., Erickson, G. C.,, Reh, E. P., Slekierski, J. M., Pottash, R. R., and
Gumbiner, R.: CHufeal Aspects of Primary Atypieal Pnenmonia: A Study Based on 1,862 Caxes Seen
at Station Hospital, Jefferson Barracks, Missouri, from June 1, 1042 to August 10, 1943. J.A.M.A.
124: 1-6, 1 Jan. 1944.
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cases of atypical pneumonia were said to be more severe than the average
thus far described in the Army. Two deaths resulted. Pleural effusions
appeared in 9.7 percent of cases; about one-quarter of these were large.

Between 1942 and 1945, 110,133 admissions for primary atypical pneu-
monia were reported in the Army in the United States with 101 deaths as
compared to 50,807 admissions and 69 deaths overseas. Atypical pneumonia
was never of sufficient magnitude to interfere seriously with the huge train-
ing program. On the other hand, the rather prolonged course of the disease
and the lengthy convalescence often affected the military career of the indi-
vidual concerned. Because of the rarity of complications and late sequelae,
chronic invalidism did not occur.

Experience Overseas
European theater

During the late summer and autumn of 1942, there was a mild epidemic
of atypical pneumonia among U.S. troops in the European theater. The
incidence of lobar pneumonia was very low: in one hospital, for example,
during one of the autumn months, the chief of medical service reported 3
cases which might be called typical pneumonia and 70-odd cases which were
atypical. As in cases described in the States among military personnel. these
cases were milder on the average than those presented in earlier reports from
civilian hospitals. The febrile course was shorter, being perhaps 5 to 7 days
instead of 10 to 12, and the tendency to relapse, or prolonged migratory
pneumonia, was much less pronounced. Moreover, such bizarre manifesta-
tions as erythematous skin lesions, liver involvement, pericarditis. and so
forth, which had been noted on rare occasions in civilian outbreaks, were
not observed. A true pleuritic pain, so commonly found in lobar pneumonia.
is not a feature of atypical pneumonia. Sterile pleural effusions may occur;
when they do, they are usually small and often interlobar. Occasionally,
however, they may persist for an appreciable period, and in 1942 when this
was so they were conventionally considered highly suggestive of tuberculosis
It was pointed out then that a small effusion need not be regarded as tuber-
culous, and where there was any evidence of associated pneumonitis, past or
present, atypical pneumonia was probably the cause.

In the autumn of 1942, a board composed of an epidemiologist, Lt. (Col.
(later Col.) John E. Gordon, M(C': a clinician, Lt. Col. (later Col.) Yale
Kneeland, Jr.,, M(C: and a virologist, Maj. (later Col.) Ralph S. Mucken-
fuss, MC, was appointed to consider the subject of atypical pneumonia. The
results of its deliberations were embodied in a circular letter, which outlined
the history and clinical features of atypical pneumonia, together with ad-
vice as to management. It was pointed out that sulfonamides were ineffec-
tive in this disease and that, if the diagnosis could be made with reasonable
certainty by a mature clinician with an adequate laboratory at his disposal,
sulfonamides were contraindicated. Where the diagnosis was in doubt, or
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satisfactory laboratory facilities unavailable, sulfonamides in full dosage
were recommended for a brief but definitive therapeutic trial. Attention
was drawn to the possibly prolonged residual effects of an attack of atypical
pneumonia and to the need for a considerable rehabilitation before the
soldier returned to duty.

During the winter and summer of 1943, atypical pneumonia was less
conspicuous. The phenomenon of cold hemagglutination was described and
carefully reported in relation to a fairly large series of cases by a medical
ofticer in the European theater almost simultaneously with independent dis-
covery of the phenomenon in the United States.*” Rare cases of encephalitis
complicating the pulmonary lesions were encountered in the theater. In one
fatal case, histological evidence was found at autopsy.** In two others,
encephalitis was recognized clinically from symptoms and spinal fluid find-
ings.4®

Atypical pneumonia was not generally recognized by the bulk of the
British medical profession in 1942, although scientific investigators were
aware that a form of pneumonia, presumably of viral origin. had recently
come into prominence in America. Contacts between British investigators
and American medical officers were soon established. Professor Bedson,®
for example, tested serum from several convalescent U.S. soldiers for anti-
bodies to psittacosis virus with negative results. Dr. C. H. Andrewes tested
sera for antibodies to influenza virus, similarly with negative results. The
possibility that pigeons imported by the U.S. Army Signal Corps might
introduce an ornithosis-like disease in humans into the British Isles seemed
remote when it was found that native British birds were already infected.!
It seems highly uulikely that atypical pneumonia was brought into the Brit-
ish Isles de novo by the U.S. Army. In fact, ward rounds in any British
Army hospital in the autumn of 1942 convinced one that the disease in a
mild form was present. Stimulated in part by American interest in the
disease’? British physicians shortly began to recogmize it, and in 1943 an
excellent descriptive article 33 appeared in the Lancet.

In the autumn of 1943, at a second meeting of the Atypical Pneumonia
Board (p. 21), it was recommended that routine cold agglutinin tests be
performed in hospitals, that careful records be kept, that a summary bhe
made of the results of the test in a large series of cases, and that informa-

47 See footnote 36 (1), p. 19.

43 Perrone, H., and Wright, M.: Fatal Case of Atypical Pneumonia With Encephalitis. Brit,
M.J. 2: 63-65, 17 July 19043.

49 Hein, G. E.: Primary Atypical Pneumonia. Lancet 1: 431-432, 3 April 1943.

50 Sir Sam Phillips Bedson, M.D., F.R.C.P,, F.R.S,, Consulting Advisor in Pathology, Ministry of
Health.

52 Andrewes, C. H., and Mills, K. C.: Psittacosis (Ornithosis) Virus in English Pigeons. Lancet 1:
202-294, 6 Mar. 1943.

82 Brown. J. W., Hein, G. E,, Ellman, P., and Joules, H.: Discussion on Atypical Pneumonia. Proec.
Roy. Soc. Med. 36: 385-380. June 1943.

53 Drew, W. R. M., Samuel, E., and Ball, M.: Primary Atypical Pneumonia. Lancet 1: 761-763,
19 June 1943.
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tion be obtained as to the frequency of second attacks. Some data were col-
lected, but no important conclusions could be drawn.

The annual admission rate in the European theater for primary atypi-
cal pneumonia was 9.23 in 1942, 6.35 in 1943, and only 4.80 in 1944. Apart
from the late summer-autumn peak of 1942, these rates were considerably
lower than in the United States. This may be partly ascribed to the fact
that the virus of atypical pneumonia seems to have been less widespread and
virulent in England than in the United States. Seasoning of troops might
have played a role also, but one is inclined to doubt that it was very large,
since rates in the Mediterranean theater, where the troops were also sea-
soned, were much higher than at home for the years 1944 and 1945.

An interesting observation was made in the winter of 1945 at the Tth
General Hospital in Dorsetshire, England. Two patients were studied who
showed extremely high cold agglutinin titers with associated hemolytic crises.
One of these episodes followed a definite attack of atypical pneumonia. This
phenomenon has since been discussed in considerable detail by Finland and
his coworkers.%

Mediterranean theater

Available statistical reports in the Mediterranean theater do not provide
a reliable indication of the relative frequencies of lobar and atypical pneu-
monia before May 1944. From 1 May 1944 to 31 March 1945, inclusive, 7,142
primary pneumonias were reported, of which 5,684, or approximately 80
percent, were classified as atypical pneumonia.?® If this percentage holds for
the entire history of the theater, it would seem that the preponderance of
atypical pneumonias over bacterial pneumonias was less than in some other
areas.

The general situation in regard to pneumonia in the Mediterranean the-
ater as reported in 1945 (p. 8) is described in the following paragraph:

The pneumonia rate in the theater remained at comparatively low levels until January
1944 when a marked increase was noted principally in the troops based in Italy. This
increased incidence was manifested by both Base Section and Army troops, the peak level
for this season occurring in the Peninsular Base Section during April 1944 when the rate
was 38.5 per 1,000 per annum. The rate in Italy remained high until July, the Incidence
in Army falling more precipitously and at an earlier date than in the Base. In January
1945 a similar rise in pneumonia rates began, the rate in March 1945 reaching a level sub-
stantially higher than that in the preceding year. Peninsular Base Section and Fifth
U.S. Army troops participated in the rise, and once more the incidence was highest in the
Base, attaining the surprising level of 82 per 1,000 per annum in the month of March, It
is of interest, though an explanation is not offered, that pneumonia in the Army Air
Forces reached its height in February 1945 and fell precipitously in March when Fifth
U.S. Army and Peninsular Base rates were still ascending. The case fatality rates showed

54 Finland, M., Peterson, O. L., Allen, H. E., Samper, B. A,, and Barnes, M. W.: Cold Agglutinins.
L. Occurrence of Cold Isohemagglutinins in Various Conditions. II. Cold Isohemagglutinins in Primary
Atypical Pneumonia of Unknown Etiology With a Note on the Occurrence of Hemolytic Anemia in
These Cases. J. Clin. Investigation 24: 451-457; 458-473, July 1945,

55 See footnote 16, p. 8.
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a fall rather than a corresponding rixe in the years of greatest incidence. In 1M3, 24
deaths oceurred in 1,427 pneumonias, a case fatality rate of 1.68 percent. There were
7489 pneumontias and 35 deaths in 1944, a rate of 0.47 percent. During the first 3 months
of 1H3, 3,263 pneumonias and 6 pnenmonia deaths were encountered, a case fatality of
0.18 percent. The quoted rates included all pneumonia deaths,

If 80 percent of the pneumonia was atypical its incidence was at times very
high.

Clinieal deseriptions of the disease in the Mediterranean theater were
generally similar to those published elsewhere. However, several peculiar
outbreaks occurred which excited a good deal of interest and were the sub-
jeet of considerable investigation.  The report of Myers and Matthews (.
8) described these in some detail. One took place in an isolation ward of
the 24th General Hospital in the Bizerte area. Tunisia, in the winter of
194344, Within a 9-day period, over half the patients and ward person-
nel (13 in all) contracted mild atypical pneumonia. A tentmate of one of
the affected aidmen and a substitute aidman also became ill, the latter 6 days
after the first contact. The outbreak appeared to have an unusually short
incubation period and a high degree of communicability. Its origin could
not be traced.

During the 1944—45 pneumonia season, seven local outbreaks occurred.
One, of 82 cases in the personnel of one company. arose in Corsica in De-
cember 1944, and the remaining six outbreaks occurred between December
and April in separate organizations in a i-mile radius of North Central
Ttauy. The Corsican cases were as follows:

* * * The usual duration of fever was five days, maximum temperature varying from
100° to 105°, and recovery without seriousk complications ensued in every case. Diagnosis
was established by chest X-ray examination in nearly every instance. Two hundred cold
agglutination tests were performed by Capt. Joseph H. Swartz, utilizing the sera from the
82 patients and a 2 percent suspension of washed human group O erythroeytes. In two
cases agglutination was observed with a serum dilution of 1:32. In the remainder agglu-
tination Qid not oceur with sernm titer greater than 1:8. There were no circumstances

incriminating an insect vector.

The extremely high attack rate and the negative cold agglutinin tests
suggest that this was not primary atypical pneumonia. The same report
gives a description of four localized, sharp epidemics occurring near Pagli-
ana, Italy, and totaling at least 355 cases. These constitute additional evi-
dence of the existence in Italy of a specific and different disease entity. One
of the involved units had an attack rate of 27.7 percent. The disease char-
acteristically had an abrupt onset, with an incubation period apparently
varying from 17 to 23 days. Cold agglutinins were not found, and it was
suspected that the etiological agent might have had an insect vector, a mite,
which was found in large numbers in the area used by one of the units
involved.

Two more outbreaks. totaling 53 cases, occurred about 10 airline miles
north-northeast of Pagliana. These cases again differed in certain note-
worthy respects from atypical pneumonia: that is, abruptness of onset, fre-
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quent appearance of pleuritic pain, and absence of cold agglutinins. Com-
plement fixation tests performed with lymphogranuloma antigen on both
human and pigeon serum (from the area) were negative for psittacosis, as
were other serological tests (Weil-Felix, influenza A and B, cold agglutinin).
Attempts at virus isolation were also made. DPreliminary observations sug-
gested that throat washings from acute cases contained a filterable agent
which produced fever on guinea pig inoculation and was transmissible in
series. .\ rickettsial agent was finally isolated from the material. More-
over, late followup serological tests on other cases of the disease which de-
veloped in troops returning from Italy have shown that the condition was.
m fact, Q fever. It seems definitely proved that all the above cases as well
as the so-called Balkan grippe occurring among British paratroopers in
Greece were Q fever,®

Myers and Matthews noted that true atypical pneumonia in Italy dur-
ing the winter of 1943—44 took on a rather more severe character than they
were accustomed to observe in Army practice. There was a large number
of =evere cases. reminiscent of those described in the United States in 1938,
with cyanosis, dyspnea, and extensive pulmonary involvement. Some of these
ended fatally. Another group showed a protracted course, with persistence
of pulmonary infiltration beyond the expected period. In one group,’ H5.8
percent of cases had residual X-ray changes after 3 weeks of illness.

Lt. Col. Tracy B. Mallory, MC, of the 15th Medical General Laboratory.
furnished the following description of his findings in the tissues of nine fatal
cases: s

Each of the nine cases showed consolidation of more than 75 percent of the total lung
substance,  Microscopic examination disclosed massive exudation into the alveoli of a
protein-rich fluid, almost free of fibrin, and containing mononuclear and red cells but few
polymorphonuclear leukocytes. Alveolar wall thickening was observed but was minor in
degree.  In no case was there evidence of necrotizing bronchiolitis or atelectasis, lesions
characteristic of the atypical pneumonia seen in troops in the continental United States
during 1942-43. A serous or purulent effusion was not found in any instance,

Four of the nine evidenced other pathological changes unrelated to the pneumonia but
of such character and degree as to have contributed to the fatal issue. One exhibited
recent vegetations superimposed on an old rheumatic valvulitis, the second had a fresh
myocardial infarction, the third a hemoperitoneum associated with a fractured pelvis, and
the fourth a fracture of the dorsal spine with paraplegia. Three other cases displayed
a well-marked acute myocarditis which was deemed to be a complication of the pneumonia
and which undoubtedly played an important part in the outcome.

Summary

In summary, primary atypical pneumonia was by far the most common
variety of pneumonia in U.S. troops in the European and Mediterranean

“5 Commission on Acute Respiratory Diseases: Outbreaks of a Rickettsial Disxeaxe Related to Q
Fever. Bull. U.S. Army M. Dept. 5 (No. 3) : 243-246, March 1946.

37 Theodos, PP, AL, and Zwickel, R. E.: Clinical Aspects of Primary Atypical Pneumonin. M. Bull.
North African Theater Op. 2: 104-109, November 1944.

o~ Nee footnote 16, p. 8.
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theaters. Even so, it never became a military medical problem of any real
importance. Rates for Europe were lower than in the continental United
States, but in the Mediterranean they were sometimes higher. On the whole,
the cases were mild and recovery tended to be complete, although an aver-
age of about 30 days per patient were lost to duty. Very rarely, the indi-
vidual might be left with a chronic bronchitis, sometimes of an asthmatic
type. Secondary bronchiectasis was almost unknown. Complications were
very infrequent. A few of the patients at times seemed to have some sec-
ondary bacterial infection. Such secondary infections were usually not very
clear cut, but when definite they were controlled by sulfonamides. The death
rate was almost nil.

Had the incidence of this condition been higher, it would have been a
military problem of some magnitude owing to the rather prolonged disability
incurred by the individual. This low incidence probably reflects a consider-
able degree of immunity in the general population. The virus, too, may be
one of rather low communicability, and the long incubation period militates
against the explosive type of epidemic spread when individuals are tempo-
rarily crowded together, as on transports.

Rates for atypical pneumonia were low throughout the war in the Pacific
area. They were also low in the China-Burma-India theater apart from a
moderate peak in July and August 1942. In the latter area, the disease pic-
ture was stated to conform with that seen in the United States except that
an initial shaking chill and pleuritic pain were more commonly encountered.

An interesting outbreak, late in 1944, was described by the surgeon of
an airbase in India. Fourteen persons, all of whom had been in the same
hold of a troop transport arriving in Bombay. came down with atypical
pneumonia almost simultaneously a few days afterward. .\bout a fortnight
later, there were eight secondary cases at the station.

BACTERIAL PNEUMONIA

Introduction

Lobar pneumonia due to the pneumococcus has been so closely studied
and so accurately described that it would be presumptuous to review the dis-
ease here. Medical records indicate a total of 109,882 admissions for pneu-
monia other than atypical as occurring in the Army from 1942-45 (table 2).
Of these, 970 patients died, giving a case fatality rate of 0.88 percent. This
is in contrast to a figure of 160,940 admissions for atypical pneumonia with
198 deaths. How many of these reported cases were actually pneumococcal
pneumonia is impossible to state; probably the percentage was a relatively
small one. Two generalizations may be made concerning the condition in
World War II. First, the incidence was generally lower than anticipated,
particularly overseas. This low rate was simultaneously true of the civilian
population and probably reflects an inexplicable fluctuation in the character
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of the disease which had begun some years before World War II. Secondly,
and perhaps for the same reason, the individual cases seemed surprisingly
mild. One is accustomed to think of lobar pneumonia beginning violently in
the classical way, with a rapid development of the complete picture of the
disease and bacteremia in about 25 percent of the cases. In the Army, the
disease did begin suddenly with the customary symptoms, vut the patient
usually did not appear as ill as one might expect; the amount of consolida-
tion by X-ray was often astonishingly slight, and bacteremia was extremely
uncommon. It is possible that these differences were apparent rather than
real, that they were due to prompt recognition and early treatment. Never-
theless, it is the writer’s belief that the essential severity of the disease was
diminished.

Other varieties of primary bacterial pneumonia were rarely encountered.
On the extremely infrequent occasions in which organisms, such as Staphylo-
coccus. Friedlander's bacillus, and H. influenzae, produced pneumonia, they
ran true to form. Secondary pneumonias, usually on the surgical wards,
were occasionally noted, but on the whole the control of these conditions by
antibiotics was satisfactory.

TasLe 2.—Admissions for primary alypical pneumonia, bacterial pneumonia, and other
pneumonia, in the U.S. Army, by area and year, 1942-45

[Preliminary data based on sample tabulations of individual medical records)
{Rate expressed as number of admissions per annum per 1,000 average strength]

Total Army United States Overseas
Disease category and year _ -
Number Rate Number Rate Number Rate
Primary atypical pneumonia:
1942-45__ ... 160, 940 | 6. 32 110, 133 | 7. 47 50, 807 4.73
1942 __ ... 19, 891 | 6.13 17,902 | 6. 74 1,98 | 3 .40
1943 .. 51,177 | 7. 45 46,375 | 8.95 4, 802 2. 84
1944 .. 43,022 | 5. 52 25,056 | 6. 31 17,966 | 4.70
1945 ... 46, 850 | 6. 18 20, 800 | 7. 09 26,050 | 5. 61
Other pneumonia:

1942-45___ .. 109, 882 | 4. 31 81, 862 | 5. 56 27,920 | 2 60
1942 _. 27, 583 | 8. 51 24,267 | 9.13 3,316 | 5. 66
1943 L. 41,161 | 5. 99 35,735 | 6.90 5 426 | 3.21
1944 _ . 23,473 | 3.01 14,470 | 3. 64 9,003 | 2 36
1945 Ll__ 17,665 | 2.33 7,490 | 2. 55 10, 175 2.19
Bacterial pneumonia: !

1942-45__ . _____ 50,943 | 2.00 37,406 | 2. 54 13, 537 1. 26

1942 .. 10, 441 | 3. 22 9,340 | 3. 52 1,101 1. 88

1943 _ ... 16, 838 | 2. 45 14,690 | 2. 83 2, 148 1. 27

1944 __. 13,014 | 1. 67 8,526 | 2.15 4, 488 1. 18

1945 ... 10, 650 | 1. 41 4,850 | 1. 65 5, 800 1. 25

t Cases recorded as lobar pneumonia.




INFECTIOUS DISEASES

1
o

The hemolytic streptococcus gives rise to an occasional case of primary
preumonia; however, the cases become numerically important only when for
some reason the organism is widely distributed in a highly pathogenic state,
as ix sometimes found in association with a milkborne epidemic.  Measles
and influenza viruses seemed to “activate” the hemolytic streptocoecus in the
First World War but during the Second World War measles was unimpor-
tant in the Army and influenza of the 1918 type did not oceur. These facts
probably are related to the low incidence of streptococeal pneumonia.  What
effect did the widespread use of sulfonamides have in preventing the strepto-
coceus from really getting under way? This complex subject will be con-
sidered elsewhere, together with that extraordinarily interesting phenomenon,
the appearance of sulfonamide-resistant strains of beta hemolytic streptococei.

Experience in the Continental United States

On summary health reports, statistical data in the Avmy with regard to
the pneumonias are unsatisfactory. After March 1942, the pneumonias were
reported under three headings: Primary atypical pneumonia: pneumonia,
primary: and pnenmonia, secondary. ‘The rates for pneumonia, secondary,
were generally very low. Our interest here is in the term “pneumonia.
primary.”

By definition, this should mean any pneumonia arvising de novo, or in
the course of minor upper respiratory infection, which a medical officer con-
siders to be bacterinl, not viral. in origin. Presumably, these should bhe
mainly pneumococeal, that is to say, lobar pneumonia. As might be expected.
medical records based on the consolidated statistical health report (WD MD
Form S6ab) contain an enormous amount of error, vesulting from the natu-
ral limitations of this source of information.

For example, at Camp Lee, Va,, between 6 November 1943 and 3 March
1944, 155 cases of pneumonia were reported: 147 designated pneumonia, pri-
mary. and 8 atypical pneumonia. This seemed of sufficient interest to war-
rant further investigation. The Director, Commission on Pneumonia, Army
Epidemiological Board, visited Camp Lee and studied records on 97 pneu-
monia cases admitted since 1 January 1944, In his opinion, 58 of these were
atypical pneumonia, and only 8 were lobar pneumonia. The remainder con-
sisted of 6 definitely streptococeal cases, 13 doubtful streptococcal cases, 10
probably bacterial pneumonias from which no organism was isolated, and 2
staphylococcal cases.

There were several reasons for this woeful degree of inaccuracy. One, of
course, was the failure of many clinicians to think clearly along etiological
lines; another was lack of interest and experience on the part of the labora-
tory; and last, but not. least, was the registrar's habit of making up the sta-
tistical health report from the morning report which was usually compiled
by a nurse. There is, therefore. little to be gained from a discussion of the
overall incidence of so-called pnemmonia, primary, as reported on periodic
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summary reports. In contrast, considerable information is made available
from the tabulations of final diagnoses from individual medical records
(table 2).

The low incidence unid mortality of lobar pneumonia in the Army may
be illustrated by two figures which, although not strictly comparable, do
give a crude index of affairs. The death rate from lobar pneumonia is give:
in the ofticial history of the First World War as 2.59 per 1,000 per year, or
259 per 100,000 per year, for the period 1 April 1917 to 31 December 1919.
Preliminary Army figures in World War 1I, 104245, give the death rate for
the bacterial pneumonia in the United States as less than 2 per 106,000 per
year.

Lobar pneumonia was mildly epidemic in the United States at times,
but only in certain localities. Epidemic conditions never became generalized.
The most conspicuous instances of this were in the Sixth Service Command
where the rates for pneunionia were significantly higher than in other service
commands. These high rates were entirely contributed by Air Forces per-
sonnel, the rate for Army Service Forces being not aissimilar to that in
other regions. Accordingly, the mutter was investigated by the consultant in
medicine of the Sixth Service Command and the director of the Commission
on Pneumonia who reported a number of interesting figures. For example,
rates for commorn respiratory disease the week of 20 October 1944 at three
airfields were 150, 111, and 83 as compared to 55 and 64 in two service camps.
Similarly, the pneumonia rates were 32, 41. and 55. compared to 7 and 3.
These reported pneumonias included both lobar pneumonia and atypica!
pneumonia. The exact proportion of the two varieties was hard to deter-
mine. At one field between 1 January and 8 December 1944, 215 cases of
primary pneumonin were reported as acainst 396 atvpical pneumonia cases,
but when the investigators studied the individual medical records rather than
the statistical health report they found that at the three airfields primary
phenmenia was being somewhat overdiagnosed at the expense of atypical
pneumonia. Nevertheless, it was obvious that lobar pneumonia was unusually
prevalent.

At one field, pneumococcus typings had been performed in 160 cases.
In these, type VII was present in 18.1 percent of cases, types I and II each
in 144 percent, so that these three together accounted for nearly half the
cases. The prominence of tvpe VII seems a little surprising; whether it was
also such a notable offender at the other two fields is unknown,

A careful attempt was made to discover the reasons for this unusual
incidence of respiratory infection including pneumonia. In the final analy-
sis, the most striking difference between life at the air station and in the
service forces was that the former involved men being together in classrooms
all day.

Another interesting example of the behavior of lobar pneumonia was
reported at the \rmy .\ir Force Technical School, Sioux Falls. Coincident
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with the peak of a sharp epidemic of influenza in November 1943, and ex-
tending for about a fortnight afterward while the influenza was rapidly sub-
siding, the rate for lobar pneumonia (already rather high) rose to an un-
precedented level. For the week of 3 December, it was 4.8 per 1,000. In
72 cases, pneumococci were isolated and typed. Of these, 17 proved to be
type 1L, 9 type V, 6 type I, and 5 type VII. The rest were scattered or
untypable. Later in the winter, during a controlled experiment on sulfadi-
azine prophylaxis at the same station, it was noted that the drug appeared
to reduce significantly the incidence of lobar pneumonia, although the result
was not as striking as in the case of streptococcal infections.

In harmony with all experience elsewhere, the treatment of lobar pneu-
monia with sulfadiazine was highly satisfactory, and complications were very
infrequent. In this connection, it is interesting to review the role of serum
therapy. At a conference on pneumonia held at the Office of the Surgeon
General in January 1944, the subject of classification was discussed at length.
Therapy was also considered, and it was agreed that antipneumococcus serum
may be lifesaving in cases of drug-resistant pneumonia. Shortly thereafter,
a remarkable variation in the actual use of antipneumococcus serum in vari-
ous hospitals was uncovered in a survey by the Professional Service Division.
A good many hospitals had never used serum while in others it had been
employed surprisingly often. The opinion of all the service command con-
sultants in medicine was then sought. The great majority agreed that serum
was necessary in only very exceptional instances and that it could, if neces-
sary, be obtained from local sources. In other words, the consensus was that
antipneumococcus serum could be discontinued in the Army drug lists; in
this, the Chief Consultant in Medicine, Office of the Surgeon General, and
the National Research Council concurred on 15 May 1944. The advent of
penicillin as an addition to sulfonamides had much to do with influencing
this view, which would have been considered mildly revolutionary a few
vears earlier. The efficacy of treatment of lobar pneumonia with sulfona-
mides alone is shown by a report of 454 cases over a period of 3 years with
only 4 deaths.5® In the last year of this study, 92 cases were treated without
a single death.

An important study of immunization against lobar pneumonia by in-
jection of specific capsular polysaccharides was started in September 1944 at
the Sioux Falls Army Air Force Technical School ® where the pneumonia
rate had been very high; over 1,500 cases had occurred in the preceding 2
years. Of these, 34.9 percent were due to type II pneumococcus. More than
8,000 men were injected with a single dose of a mixture containing poly-
saccharides derived from pneumococcus types I, IT, V, and VII with a strik-

59 Adamson, W. B.: Lobar Pneumonia. Air Surgeon’s Bull. (No. 11) 1: 21, November 1944.

80 Mact ~od, C. M., Hodges, R. G., Heidelberger, M., and Bernhard, W. G.: Prevention of Pneu-
macoccal P:. umonia by Immunization With Specific Capsular Polysaccharides. J. Exper. Med. 82:
445-465, December 1945,
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ing subsequent immunity to pneumonia caused by these types as compared
with a similar control group. The carrier rate of these four types was also
significantly reduced, but no effect was noted against infection with, or the
carrier rate of, other types.

Hemolytic streptococcal pneumonia was comparatively uncommon. Some
cases were seen, however, which conformed to the pattern set in the First
World War; that i1s, an abrupt onset of the pneumonia with symptoms of
pleurisy and the rapid development of a massive effusion. Such effusions
were characteristically thin but, of course, infected. The opportunity to use
local penicillin therapy was seized, but the cases were not sufficiently numer-
ous to draw any final conclusions as to its efficacy. Early in 1944, one sta-
tion hospital in the Third Service Command reported 5 such cases, together
with 10 other pneumonias, believed to be streptococcal, which did not have
associated empyema. At about the same time, six cases were present in an-
other hospital in the same service command. These numbers, however, were
quite unusual. Other varieties of bacterial pneumonia were occasionally
encountered, but not with sufficient frequency to merit particular comment.

Bacterial pneumonia never became a serious problem in the United States,
and its response to sulfonamides and antibiotics completely changed its sig-
nificance as compared with the First World War.

Experience Overseas

European theater

The incidence of bacterial pneumonia in the European theater was ex-
tremely low, and the mortality almost nil. This small fatality rate can be
ascribed, in part at least, to early diagnosis and satisfactory response to
treatment.

Empyema following lobar pneumonia was very inconspicuous in the
Second World War. When it occurred, it was ordinarily the result of delay
in the institution of treatment, the pneumonia at times having been unsus-
pected. Other complications were exceedingly rare.

The typing of pneumococci was always difficult overseas. This was no
doubt in part due to lack of training of laboratory technicians. However,
it also appeared to be a fact that the available typing serum was weak.

There were a number of scattered cases of bronchopneumonia in the
European theater, particularly in the spring of 1944, in which the differen-
tial diagnosis between atypical and bacterial infection was in doubt. Clin-
ically, these cases resembled atypical pneumonia, but the sputum was more
purulent than one expects in that disease and contained a pathogenic organ-
ism. These cases occasionally showed a moderate, although not a dramatic,
response to sulfonamides. They may have represented instances of second-
ary infection superimposed on a pneumonia originally of viral origin.
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Mediterranean theater

Preliminary data on pneumonia in the Mediterranean theater indicate
that there were 17,715 admissions for these diseases during the period 1942-
45. Of these, 12,908 were reported as primary atypical pneumonia, and 2.443
(approximately 14 percent) were regarded as bacterial pneumonia. There
were T4 deaths, and of these, 28 were due to bacterial pneumonia. Presum-
ably, the bulk of the bacterial pneumonias were pneumococeal, and pneumo-
coccal lobar pneumonia is estimated to have caused about one-third of the
deaths from pneumonia that occurred in the theater.

Other types of bacterial pneumonia were occasionally noted in the Med-
iterranean theater but in insufticient numbers to warrant discussion. .\ small
number of cases in which a green streptococeus was cultivated from blood
and sputum are recorded. Str. viridans pneumonia was a clinical rarity, but
had been previously observed. It is possible to speculate on the relation of
this condition to atypical pneumonia, with the streptococcus in the role of
secondary invader, but no proof of such relationship exists.

The standard treatment of lobar pneumonia was sulfadiazine, which
vielded satisfactory results. Penicillin was tried in a limited number of cases
and found to be effective. Occasionally, in a severe case, both agents were
used. Serum therapy was only recommended in very exceptional cases.

MEASLES

Introduction

Measles (rubeola) is a highly communicable virus disease with a stereo-
typed clinical pattern which is universally familiar. Susceptibility to measles
is considered to be almost universal. and one attack. in the majority of per-
sons. confers lifelong immunity. In urban communities. it is more or less
epidemic in the early spring of each year with a greater number of cases in
alternate years. Approximately 102,000 cases of measles occurred in the U.S.
Army in the First World War, with 2.370 deaths. Associated infections were
a cause of serious illness, prolonged invalidism. and death. In World War 11,
by contrast, the total number of cases was 60,809, with only 33 deaths, in spite
of the fact that the Army was about four times as large and the duration
of the war twice as long. The seasonal peak for measles during World War I1I
occurred in late winter or early spring. but during World War I peak inci-
dence due to mobilization occurred in the late fall of 1917. This is of sufli-
cient importance to warrant considerable discussion.

Uncomplicated measles is almost never fatal. The gravity of the con-
dition lies in complications caused by certain micro-organisms. Bacterial
infections due to pnewmococcus, €. diphtherice. I influenzae, Mycobucterium
fubercnlosis. and most particularly the hemolytic streptococens, are deseribed.

The most frequent and serious complications of measles are pnenmonia
and otitis media. In the First World War, there were 93.629 admissions due
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to measles among enlisted men in the continental United States and Kurope
of which bronchopneumonia and lobar pneumonia were complications of
measles in 6,283 cases, with 2.186 deaths. Siuilar data for the entire Army
are not available. Suppurative pleurisy, undoubtedly secondary to pneumonia.
occurred in 645 cases with 268 deaths. There were 3926 instances of otitis
media, but only 122 of these patients died. Careful studies of the bacteriology
of these complications incicated that the hemolytic streptococcus was the
causative agent in nearly every case. One may ask how this secondary infec-
tion comes about. Does it occur in a carvrier of streptococcus who becomes
infected with measles? Daoes one catch the streptococcus along with the virus
of measles or does one become secondarily infected as a result of living in a
highly contaminated environment after contracting the measles! It seems
likely that all these mechanisms play a part. At one hospital in the First
World War, for instance. the carrier rate for hemolytic streptococcus rose
steadilv on measles wards from 11 percent on admission to 57 percent in
patients who had been on the ward from 8 to 16 days. If noncarriers of
streptococcus with measles were carefully segregated from carriers at the
time of admission, the difference in complications was striking, the rate being
6.4 percent in the noncarriers as opposed to 36.8 percent in the carriers. While
the mechanism of secondary infection might not always be clear in the indi-
vidual case. it is safe to conclude that, during a measles epidemic in a training
amp. the hemolytic streptococcus became widely distributed.

Following a measles epidemic with much complicating pneumonia, pri-
mary streptococeal pneumonia made its appearance in some camps. The cases
were severe, with a high incidence of early suppurative pleurisy, and a high
case fatality rate. This disease also spread to the civilian population. It
seems likely that rapid passage from individual to individual through the
mediation of measles enhanced the essential infectivity and virulence of the
hemolytic streptococcus.

Epidemiological studies of measles in the First World War also have an
interesting bearing on more recent events. In such a station as Camp Pike,
Ark., which drew its recruits from the rural regions of Alabama, Arkansas,
Louisiana, Mississippi, and Tennessee, the rate was enormously higher than
in camps drawing from urban areas. Thus, the admission rate for measles
among white enlisted men at Camp Pike was 164.67 per 1,000 per year, com-
pared to 7.27 at Camp Dix, N.J. For white and colored enlisted men com-
bined. the admission rates were 142.05 per 1,000 per year for Camp Pike and
7.73 for Camp Dix. Moreover, as might be expected, the incidence of measles
was highest in recruits less than 2 months in camp. Thus, it was essentially
a disease of country boys coming for the first time in their lives into a densely
crowded environment.

The only tenable explanation of the much lower rates for measles in the
Second World War is that the number of susceptibles was much smaller.
There is no question that a great change in habits of life occurred in rural
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America between the two World Wars. In 1910, rural districts were fairly
well isolated; it was the “horse and buggy era™; the facilities of travel were
limited; people stayed on the farm. By 1935, all this had changed. There
was a moving picture house in nearly every village; schools were larger, and
education was more centralized. s a result, the counti, boy growing up In
this decade had far more opportunity for exposure to the exanthemata of
childhood with a consequent reduction in susceptibility rate at the time of
induction into the Army. Although there is no firm statistical basis for this
conclusion, one cannot avoid feeling that it must be correct.

Complications of measles were much less conspicuous in World War II.
Undoubtedly, this was related to the low incidence of the disease. Where
cases are sporadic, rather than epidemic, the widespread dissemination of
virulent streptococei is unlikely to take place. Moreover, the use of sulfadia-
zine in cases with threatened or actual complications unquestionably served
to modify the picture. Part of the small number of deaths were probably due
to secondary infection; some may have occurred as a result simply of over-
whelming virus infection or complicating encephalitis.

An average of about 13 days was lost to duty for each case of measles.

Experience in the Continental United States

Most of the measles in the Army took place in the United States for the
reasons just mentioned; that is, that it is essentially a disease of unseasoned
troops first entering military life. Actually, 54,388 cases occurred in the
United States as contrasted with 6.421 overseas. The largest number and the
highest rates were reported in 1943, although in the civilian population the
absolute numbers of cases were about the same in 1942, 1943, and 1944, As
in the First World War, the disease was seasonal, but the peaks were much
lower. In other words, while the total number of cases was considerable,
measles never became a really serious military problem.

The relative insignificance of complications is illustrated by a report of
400 cases of measles at the Station Hospital, Fort Sill, Okla., in which otitis
media occurred but 6 times.®® Three hundred of these were given sulfona-
mides, but 100 control cases were untreated. No difference was noted in the
clinical course of the treated as opposed to the control cases.

Suppression or modification of measles following exposure by the injec-
tion of convalescent serum or immune globulin are established procedures in
pediatric practice. Measles in the Army, however, never was sufliciently seri-
ous to warrant the generalized use of these measures. Similarly, no attempt
was made to apply the principles of active immunization, although interest-
ing preliminary studies, under the direction of the Commission on Measles

61 Haerem, A. T.: Treatment of Measles and Mumps With Three Well-Known Sulfonamides. Mil.
Surgeon 92 306 309, March 1943
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and Mumps, Army Epidemiological Board, indicated the immunizing value
of artificially cultivated measles virus.®

Experience Overseas

Measles rates in the European theater were low, a total of 2,554 cases
being reported. The disease was sporadic, and nothing in the nature of a real
epidemic ever developed. Clinically, the cases presented no unusual features.
Sulfadiazine was administered to most of the patients for several days during
the acute phase. Only one death was attributed to the disease.

Between 1 January 1943 and 31 March 1945, 612 cases of measles with
no deaths were reported in the Mediterranean theater.

MUMPS

Introduction

Of the so-called communicable diseases of childhood, mumps (epidemic
parotitis) was the most common in the U.S. Army. There were 103,055 cases
recorded between 1942-45 compared with approximately 237,000 during the
First World War, for a much smaller number of men over a shorter period
of time. This marked reduction was greater than that for measles, the com-
parable figures being 60,809 and 102,000, respectively.

No exact explanation of the reason for this is possible, but a plausible
hypothesis suggests itself. As has already been pointed out in the section on
measles, a change in the living habits of rural America probably permitted
more exposure in childhood and resulted in fewer susceptibles of military age.
Measles is more highly communicable than mumps; therefore, when measles
occurs under conditions of military life, where opportunity for spread of epi-
demic disease is excellent, it is likely that a higher percentage of the non-
immunes will contract measles than mumps. Thus, the proportionate decline
in the incidence of the two diseases during the two World Wars might be
expected to be greater in measles. the highly communicable disease, than in
mumps, the disease of lesser communicability.

Complications

Mumps is a specific virus infection with a particular tendency to localiza-
tion in the parotid glands. In the majority of cases, these are the only organs
clinically affected. However, a number of other glands and structures arve
ordinarily spoken of as complications, although they are probably better
regarded as additional manifestations of the virus infection. Generally speak-

62 (1) Stokes, J., Jr., O’Neil, G. C., Shaffer, M. F., Rake, G., and Maris, E. P.: Studies on Measles.
IV. Rexults Following Inoculation of Children With Egg-Passage Measles Virus. J. Pediat. 22: 3-18,
January 1943, (2) Maris, E. P., Rake, G., Stokes, J., Jr.,, Shaffer, M. F., and O’Neil, G. C.: Studies
on Measlen., V. Results of Chance and Planned Exposure to Unmoditied Measles Virns in Children
Previously Inoculated With Egg-Passage Measles Virus, J. Pediat. 22:17-19, January 1943,
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ing, these complications are troublesome, but not particularly sertous. Mumps
1s essentially a nonfatal disease, and in the First World War the only deaths
occurred as a result of infrequent secondary infections, such as pneumonia.
At that time, the case fatality rate where mumps was the primary cause of
admission was 0.08 percent. \s there were only five deaths from mumps
reported for the entire U.N, Army during the Second World War, it can be
seen that even the cited low figure was markedly reduced.

Perhaps the most striking of these so-called complications is orchitis
which develops as a rule when the pavotitis is subsiding. Rarely it is said
to be the only manifestation of mumps. In a recent study of the disease in
civilian life, orchitis is stated to occur in 18 percent of cases of mumps. and
in about one-sixth of these the condition ix bilateral.® In over 50 percent,
some atrophy is said to result, but ensuing sterility is claimed to be rare,
probably because the cases are unilateral. and even in bilateral cases with
atrophy a sufficient amount of spermatogenic tissue is left intact. The authors
of this paper recommend surgical decompression in severe cases, a procedure
which was tried at times in the Army during World War II with allegediy
good results.® It seems likely that comparatively few cases are sufliciently
severe to require such an operation. It is reported to cause remarkable relief,
however, in patients with very marked swelling, intolerable pain, and high
fever.

Pancreatitis may be another complication of mumps. How often it occurs
is impossible to say. The clinical diagnosis is occasionally made on the basis
of the appearance of upper abdominal pain, nausea, and vomiting during the
course of mumps. Unfortunately, there would appear to be no means of
laboratory confirmation, for a study at Camp Adair. Oreg..®* showed that the
level of blood diastase was elevated in 73 percent of cases of mumps. Only
15 percent of these had any symptoms of pancreatitis, and it was assumed
that the diastase originated in the affected salivary glands rather than in the
pancreas. In any event, pancreatitis is an unpleasant rather than a serious
complication.

The virus of mumps can also cause meningoencephalitis which manifests
itself as a rule by headache, some stiffness of the neck, and increased cell
count in the spinal fluid. Although more severe central nervous system mani-
festations can occur, this complication is usually a rather mild one of short
duration. Complete recovery is the rule.

In World War I. mumps was third in order of importance as a cause for
noneffectiveness; in World War II, with less than half the number of cases,
it was obviously less important. However, as the average number of days lost

83 Wesnelhoeft, C., and Vose, 8. N.: Surgical Treatment of Severe Orchitis in Mumps. New Eng-
land J. Med. 227: 277-280, 20 Aug. 1942,

64 (1) McGuinnesg, A. O, and Gall, E. A, : Mumps at Army Camps in 1943, War Med. 3: 93-104,
IFFebruary 1944. (2) Nixon, N., and Lewix, D. B.: Mumps Orchitis ; Surgical Treatment. Air Surgeon’s
Rull. 2: 152-154, May 1943,

65 Zelman, 8. : Blood Diaxtase Values in Mumps and Mumps Pancreatitis, Am. J.M. Sc. 207: 461-
464, April 1944,
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to duty for each case was about 18 during World War II, it remained one
of the major causes of noneffectiveness among the acute infections, being sur-
passed only by hepatitis, common respiratory diseases, the pneumonias, gono-
coccal infections, malaria, syphilis, and dermatophytosis. Mumps usually
begins in the late autumn. and there is a slow development of the epidemic
during the winter and spring. It is not as explosive as measles. On the other
hand, the incidence may rise sharply when a unit with sporadic mumps is
closely packed in together for a long period of time, as happens on a trans-
port on a protracted sea voyage.%®

Experience in the Continental United States

As with other so-called childhood communicables, the greatest incidence
of mumps occurs in the first months of Army service. Mumps occurred at
some time in all Army camps and, at times, was sufficiently prevalent to be
called epidemic. One such epidemic at Camp McCoy, Wis., was reported in
detail by McGuinness and Gall. During a 7-month period, 1,378 cases were
treated in the station hospital. The slow evolution of the epidemic is note-
worthy, the peak of 194 cases not being reached until the 17th week. One
group of soldiers was predominantly from the rural areas of the South. This
group, roughly equal in size to the other group from the industrialized North,
contributed 84 percent of the cases. Nearly half the companies in the north-
ern group had but one case each, whereas in one southern company 19 percent
of the men contracted the disease. Orchitis occurred in slightly over 36 per-
cent of the cases in this epidemic as compared to 15 percent of some 250 to 300
cases in an epidemic in two large camp. in the Fourth Service Command.
This relationship was borne out elsewhere; that is, the larger the epidemic,
the higher the incidence of complicating orchitis. Orchidotomies were per-
formed in 83 cases at Camp McCoy with what were described as good results.
An attempt to ward off orchitis by enforcing 2 weeks of bed rest was a failure.
The complication appeared to be as frequent as in ambulatory patients. Of
the entire series of mumps cases. one-third were moderate in degree, and one-
third severe. Clinical meningoencephalitis was uncommon.

Other interesting observations were made elsewhere in regard to orchitis.
For example, no relationship between incidence of this complication and pre-
ceding gonorrhea % could be found. Generally speaking, treatment with con-
valescent serum was found ineffective in preventing orchitis,®® except in a
small series treated with serum drawn from convalescent orchitis cases. Here,
there was an apparent reduction in incidence to 4.2 percent from an average
of about 20 percent.

86 Dermon, H., and Le Hew, E. W.: A Mumps Epidemic in a Small Task Force. Am. J.M. Sc. 208 :
240-247, August 1944.

67 See footnote 66.

@8 Bailey, W. H., and Haerem, A. T.: Some Observations on the Efficacy of Convalescent Serum
in Mumps. Mil. Surgeon 90: 134-139, February 1942.
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No advance in treatment of uncomplicated ir .:»vs was recorded. At one
station hospital in the Third Service Command, .ir pinizing did not appear
to ameliorate symptoms * in a small series of cases.

On the whole. it may be stated that, while not infrequently bothersome,
mumps did not constitute a very serious military problem.

Experience Overseas

As in measles, mumps was more common in the United States than over-
seas, although the difference was less marked. About nine times as many
cases of measles were reported at home as abroad; about four times as many
-ases of mumps were reported. This difference is presumably due to the lower
communicability of mumps. The disease tended to be mild in the European
theater. It was somewhat more common in Negroes than in white troops.
A number of complications, particularly orchitis. was observed, but they did
not prove very troublesome. It was the writer's impression that bed rest had
little influence on the likelihood of development of orchitis.

Routine lumbar punctures were done on a number of consecutive cases
of mumps, at the 30th General Hospital,” Nottinghamshire, England, and in
about half of them the spinal fluids showed pleocytosis. On the other hand,
only 10 percent of the cases showed clinical evidence of meningoencephalitis.
This indicates that the central nervous system is affected by the virus much
more often than was formerly believed but that in most cases the infection is
asymptomatic. In this connection, it is worth remarking that a very occa-
sional case of mild encephalitis without mumps was seen in an individual
from a unit in which the disease was epidemic. It was suggested that such
cases were actually mumps meningoencephalitis without parotitis. This may
well be true, although there was, of course, no way of verifying the diagnosis.

The question of length of quarantine of patients was considered by the
infectious disease board. The board suggested that isolation of the individual
-ase could be terminated as soon as all evidence of swelling had disappeared
and there was no fever or other manifestations. This resulted in considerable
shortening of hospital stay for the mild cases and, as far as one could tell,
produced no untoward consequences.

From 1 January 1943 to 31 March 1945, inclusive, approximately 1,700
cases of mumps were reported in the Mediterranean theater.

INFECTIOUS MONONUCLEOSIS

Introduction

Infectious mononucleosis is a fairly common disease which affects males
somewhat more than females and which shows a predilection for people under

69 Potter, H. W., and Bronstein, I.. H.: Some Clinlcal Characteristics of Mumps, and the Effect
of Belladonna in Treatment; A Study Made at the Station Hospital, Fort George G. Meade, Maryland.
Ann. Int. Med. 21: 469-474, September 1944.

70 Kirkland, H. B., and Brown, J. W.: Mumps Complicated by Meningo-encephalitis. ETO Med.
Bull. 9: 9-10, September 1943.
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30 years old. .\ survey at Harvard University, Cambridge, Mass., in 1944,
indicated that it caused 1.5 percent of all student admissions to the infirmary.™
Therefore, one would expect to encounter it quite often in the Army.

It was frequently recognized in the U.S. Army, but it is probable that
the reported incidence is considerably below the actual. Infectious mononu-
cleosis presents itself in a number of clinical forms and is often sufficiently
ague in character to escape detection unless one is on the alert. The classical
form with sore throat, enlargement of the upper deep cervical lymph glands,
palpable spleen, and rather prolonged fever, is easily recognized, either imme-
diately or during a workup to exclude such conditions as syphilis or Hodgkin’s
disease. On the other hand, it is probable that nearly 20 percent of patients
have no abnormal lymph gland enlargement. In some cases, the presenting
feature is an ulcerative throat infection of the Vincent's type, from which
Vincent’s organisms are obtained. There may be an associated stomatitis.
A small percentage of patients will have jaundice, which may be confused
with infective hepatitis of the ordinary type. Some cases show a skin erup-
tion which may be purpuric or resemble German measles. Mumps also may
be simulated. Evidence of meningoencephalitis is found on rare occasions.
Lastly, some of the cases are extremely mild and therefore likely to be dis-
missed as undifferentiated respiratory infection.

In connection with jaundice, a study at the Station Hospital. Boca Raton
Army Air Field, Fla., is worthy of mention.” Serial liver function tests
performed in 15 consecutive cases of infectious mononucleosis showed some
evidence in every case of deranged liver function, although clinical jaundice
was not present in any of the cases. Since World War 11, it has become recog-
nized that the cephalin flocculation reaction is almost invariably positive in
mononucleosis. 1t has, in fact, become a useful ancillary aid in diagnosis.

The etiological agent of infectious mononucleosis is still unknown, but is
not believed to be any of the several microbes which have been described in
the past. It may well be a filterable virus, although transmission experiments
have usually been unsuccessful. Nor has the mode of transmission been estab-
lished. It is apparently infectious, and occasional, localized epidemics with
a high incidence have been described. The communicability would seem to
be usually rather low as many of the cases are sporadic, without history of
contact. Moreover, cases are treated on an open ward in most hospitals, and
the disease does not appear to spread under these circumstances. If it is true
that infection is widespread but that most of the cases are subclinical, then
the phenomenon of apparent low communicability would be explained.

Infectious mononucleosis is a benign disease with a mortality that may
be. considered nil, though death may result from conditions complicating the

71 Contratto, A. W, : Infectious Mononucleosis; A Study of 196 Cases. Arch. Int. Med. 73: 449
459, June 1944.

72 Cohn, C., and Lidman, B. 1.: Hepatitis Without Jaundice in Infectious Mononucleosis. J. Clin.
Investigation 25: 145-151, January 1946.
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disease, as has been recorded in several reports.™ The disease may persist for
several weeks and requive considerable additional time before convalescence
is complete. Sixty percent of a series of cases in the Army spent more than
3 weeks in the hospital.

Experience in the Continental United States

During 1944, it became clear that in certain areas in the Fourth and
Eighth Service Commands infectious mononucleosis was being more frequently
reported than formerly and was presumably mildly epidemic. An extensive
clinical study at a station hospital in the Eighth Service Command reviewed
the findings in some 556 cases occeurring over a period of about a year.™
Several points of interest were noted in this excellent report. The disease was
found in more than the anticipated number of Negroes, in whom it was for-
merely thought to be rare. Skin manifestations occurred in 16 percent of all
the cases, a higher figure than has been commonly recorded. In 23 percent
of 223 patients on whom cardiograms were taken, some abnormality was
noted, usually of the T-waves. Six percent of the patients were jaundiced,
but unequivocal meningoencephalitis occurred only once. The authors also
noted 14 cases in which there was radiographic evidence of pneumonitis, a
complication which has received scanty attention in the literature. The rest
of the clinical manifestations conformed to the varied picture which has
already been described. The blood counts were typical, and heterophile anti-
body titers of 1:112 or higher were noted in most of the cases. Very few had
titers below 1:56. False-positive Kahn tests were only noted in 8 of 263 cases,
and the incidence of other fulse serological reactions, that is, Weil-Felix,
Widal, cold agglutination, was exceedingly low.

In contrast, what was described as an epidemic of 91 cases of infectious
monontcleosis in the Caribbean Defense Command occurred in the autumn
of 1944. Of these, 48.7 percent showed an exanthem, and the titer of hetero-
phile antibodies was remarkably low, in the majority being below 1:28.
A Weil-Felix reaction of above 1:160 was found in half the cases. More-
over, there were numerous other transient serological reactions, such as the
Kahn, Widal, and cold agglutinin tests, a finding which has been noted in
typhus. Ilistological studies of a few excised glands were made at the U.S.
Army Medical Museum, Washington, 1).C., and the findings were not typical
in all of them. Altogether, there is a strong suspicion that this outbreak may
have been rickettsial in nature,

In summary, it may be stated that while infectious mononucleosis was
fairly common, it was not a serious medical problem in the continental
United States. It is estimated from sample tabulations that about 21,000

73 (1) BRernxtein, A.: Infectious Mononucleosis, Medicine 19: 83-159, February 1940. (2) Cus-
ter, R. P, and Smith, E. B.: Pathology of Infectious Monouucleosis. Blood 3: 830-857, August 1948.

74 Wechsler, H. I, Rosenblum, A. H., and Sills, C. 'T.: Infectious Mononucleosis; Report of an
Epldemic in an Army Poat.  Ann, Int. Med. 25: 113, July; 236, August 1946,
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cases occurred in the total U.S. Army during the period 194245, of which
about 15,000 were in the continental United States.

Experience Overseas

Sporadic cases of infectious mononucleosis were observed in the European
theater throughout World War IT where the case rate was about one-half that
in the United States. At one time, the disease was mildly epidemic in an area
of East Anglia, where a considerable number of cases was reported among
Army Air Force personnel, and also among the personnel of the 2d Evacua-
tion Hospital. In one of these, a most unusual complication occurred, spon-
taneous rupture of the spleen. The patient recovered following splenectomy.
This epidemic was not of sufficient magnitude significantly to affect military
operations.

As might be expected in any disease with such varied manifestations,
very unusual clinical cases were observed. One patient, for instance, had a
severe thrombocytopenic purpura during the acute phase of the disease.”> The
writer saw a patient who was nearly exsanguinated owing to hemorrhage from
an ulcerative pharyngitis. He recovered following transfusions and penicillin
therapy. This indicates that the associated Vincent’s infection in mononu-
cleosis may be a dangerous complication. No useful purpose is served in
multiplying these remembered clinical curiosities.

RUBELLA

Rubella (German measles) is the mildest of the exanthemata of child-
hood. Unlike the others, it is almost wholly uncomplicated, and the mortality
rate is usually stated as nil. The disease is highly communicable, but the
symptoms are so trifling and the resulting disability of such short duration
that its only importance is its nuisance value. Clinically, it may cause some
difficulty in differential diagnosis as it can be mistaken for other diseases,
such as measles, infectious mononucleosis, drug eruptions, scarlet fever, or
even syphilis.

Although the diagnosis is purely clinical, it seems probable that German
measles in its usual form is recognized with some accuracy by clinicians of
wide experience. However, the differential diagnosis between it and measles
may be difficult for others less experienced. This point is brought up because
of certain peculiarities in its reported behavior during World War II. In
the first place, unlike measles and mumps, rates were higher than in World
War I. This is difficult to explain unless the low rates for the First World
War resulted from marked under reporting of a trifling malady. Secondly,
seven deaths were ascribed to German measles, und the average days lost to
duty (9) was not much lower than the number lost owing to measles (13 days).

75 Lloyd, P. C.: Acute Thrombocytopenic IPurpura in Infectious Mononucleosis; Report of a Case.
Am. J.M. Sc. 207: 620-624, May 1944.
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Lastly, there was a striking peak in the incidence of German measles in 1943,
the year of the highest rate for measles. All these facts create the suspicion
that cases of measles were being reported as (German measles. The most im-
portant differentiating points are the different modes of onset of the two
diseases, and the exanthem of true measles.

There were 135,830 cases of German measles reported in World War 11.
of which 125,530 occurred in the United States. If these figures are accurate.
it caused more noneffectiveness than measles. It was an inconsequential
malady, of extremely benign character, and presented no clinical features
worthy of discussion. However, the interesting observation made in Australia
during the Second World War that German measles occurring in the first
2 months of pregnancy is associated with a high incidence of congenital mal-
formations of the newborn 7 was obviously devoid of military significance.

Part II. Chronic Respiratory Diseases
CHRONIC BRONCHITIS

“Chronic bronchitis” is a rather loose diagnostic term which does not
usually indicate a clear-cut pathological or, for that matter, clinical entiy.
One variety is the chronic cough of older men, usually more marked in win-
ter. Some of these individuals may have occasional wheezing rales; in
others, there are no noteworthy physical signs. X-rays of the chest may
show some exaggeration of the bronchial markings, but often the diagnosis
is a presumptive one based on the observation of a chronic cough. As the
individual grows older, he may develop varying degrees of emphysema with
its attendant effects on respiratory physiology. Cigarette smoking and
chronic disorders of the upper respiratory tract are most assuredly contribut-
ing factors to the condition. Because of the age distribution of Army per-
sonnel, this type of chronic bronchitis was more often seen on the officers
wards. In some climates, it tended to get worse. It was the writer’s impres-
sion, for instance, that elderly officers coughed more in England than they
had at home. Dampness, unheated billets, and excessive smoking undoubt-
edly contributed to this. It has also been remarked that in a tropical climate.
such as Panama, soldiers with a history of recurrent acute bronchitis tend
to develop chronic bronchitis.”

The management of these cases was largely a matter of appraisal. In
the author’s experience, it was almost always impossible to persuade an
officer stationed overseas to stop smoking. If the condition were deemed

76 Swan, C., Tostevin, A. L., Moore, B.,, Mayo, H., and Black, G. H. B.: Congenital Defects in
Infants Following Infectious Diseases During Pregnancy, With Special Reference to the Relationship
Between German Measles and Cataract, Deaf-Mutism, Heart Discase and Microcephaly, and to Period
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tralla 2: 201-210, 11 Sept. 1943,
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incompatible with any kind of duty, the patient was boarded home. At
times, it was possible to etfect a change in his working and living conditions.
On the whole, however, there was little in the way of medical treatment
which could be offered. Diag:iosis of chronic bronchitis was sometimes used
as & handy means of returnir x home elder'y officers who had outlived their
usefulness in an oversea theater.

A just appraisal of the maportance of chronie bronchitis in the Army
is difticult. It never seemed to be a major problem, and yet preliminary data
based on sample tabulations indicate that the disease was responsible for
about 34,000 admissions during the period 1942-45. Nearly half of these
oceurred overseas. The figure seems extraordinarily high and, perhaps,
indicates that the diagnosis was freely used to designate any case of chronic
cough.

Mustard gas is a recognized cause of chronie bronchitis. Hada this or
other irritating inhalants been employed in any of the campaigns, the dis-
ease might well have become a major problem. During World War I1, vir-
tually the only individuals at risk were those engaged in the manufacture of
mustard gas. A few cases were reported.’

Asthma.—The dividing line between chronic bronchitis and asthma is
often not very clear cut. In younger individuals, chronice bronchitis is often
of an asthmatic character; that is, it may be really a manifestation of asthma
of the endogenous or intrinsic type. These asthmatic bronchitides tended to
get worse overseas.” Moreover, it I1s interesting to note that, in one series
of 28 asthmatics whose initial attack occurred in the Army, in 23 it devel-
oped overseas.® This is presumably related to heavy pollination in certain
tropical areas. At the same time, intrinsic asthma was aggravated during
the tropical rainy season.

The management of asthma in the Army is fraught with discourage-
ment. In civilian practice, one can perform an exhaustive study and. de-
pending upon the findings, endeavor to modify the external environment or
to exert influence on the patient, by either improving his respiratory disease
status or actually rendering him less sensitive. None of these is feasible
during a military campaign. save in very exceptional instances. The clinical
management of asthma, apart from symptomatic treatment, consists prin-
cipally in appraisal. By observing the patient over a considerable period of
time, the medical officer tries to answer the following questions: Is this
man capable of full duty? Of limited duty? Should he be boarded home
from an oversea theater or, if at home, separated from the service?

Most medical officers believed that very few asthmatics, no matter how
mild their disease, were fit for combat duty. Exertion and dust, for in-

8 Morgenstern, P'., Koss, F. R., and Alexander, W. W.: Residual Mustard Gas Bronchitis ; Effects
of Prolonged Exposure to Low Concentrations of Mustard Gas, Ann, Int. Med. 26: 27-40, January
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stance, tended to produce some shortness of breath in these individuals even
when the asthma did not seem to be clinically active. On the other hand,
many such individuals could be retained on a limited duty status either
overseas or at home. It must be added, however, that this was partly de-
pendent on the man’s willingness to serve. Asthma undoubtedly has a psy-
chosomatic aspect, and if a relatively mild asthmatic wished to get himself
sent home from an oversea theater, he usually succeeded in doing so. Mild
asthina often got worse overseas. Thus, asthma was one of the leading medi-
cal causes for return to the Zone of Interior. The disposition of asthinatics
in the United States may be indicated by a report of 100 consecutive patients,
of whom 71 were discharged from the service.

BRONCHIECTASIS

In yvoung individuals. bronchiectasis may be a progressive and disabling
disease. The likelihood of such a person being accepted for military service
is extremely remote, and it has been stated that bronchiectasis was the most
common form of chronic nontuberculous lung disease discovered on induction
examination. However, bronchiectasis of a milder type, essentially cylin-
drical rather than saccular, may be discovered in a soldier who has previ-
ously been in reasonably good health. The pathogenesis of the condition is
somewhat obscure, but the lesions may arise apparently as a result of sinus-
itis, following pneumonia, or in older individuals as a consequence of chronic
bronchitis. DBronchiectasis by itself does not necessarily produce any phys-
ical signs or X-ray changes. It is likely, therefore, that the disease is over-
looked on occasion. Undoubtedly, if more bronchographic studies were per-
formed, it would be more frequently recognized.

Bronchiectasis has been termed the most common chronic pulmonary
disease in the U.S. Army.3' As evidence of this, the authors reported 95
cases investigated bronchographically, mostly for slowly resolving pneu-
monia. Of these, 37 showed frank and 24 minimal bronchiectasis. No
bronchiectasis was found in 34 patients. Two other reports might be cited,
both from station hospitals in the Third Service Command: At Fort Bel-
voir, Va., 33 cases were discovered during the course of a year 82—14 were
said to be severe, 9 moderate, and 10 minimal. At Fort Eustis, Va., the
diagnosis was made 40 times over a 15-month period; ® 9 patients were stud-
ied because of chronic cough, and the rest were admitted with a diagnosis of
atypical pneumonia. When resolution failed to occur in 4 to 6 weeks, bron-
chographic studies revealed the true condition. Only 23 of the entire series

81 Evans, W. A, Jr, and Galinsky, L. J.: The Diagnosis of Bronchiectasis in Young Aduilts;
Prebronchographic Roentgen Manifestations Observed Among Military Personnel. Am. J. Roentgenol.
51: 537-547, May 1944,

82 Thompson, T. E., Jr., Cawley, F. C., and Seltzer, A.: A Study of Bronchiectasis at Station
Hospital, Fort Belvoir, Virginia. M. Ann. District of Columbia 13: 93-97, March 1944.

83 Grier, G. 8., III: Importance of Bronchography in Cases of Unresolved Pneumonia. Arch,
Int. Med. 73: 444-448, June 1944.
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gave a long history of chronic cough. These patients did not show the typ-
ical textbook picture of severe bronchiectasis with wasting, foul sputum,
clubbed fingers, and so forth. The disease was obviously in a much milder,
or earlier, stage. The author of this study did not believe that these slowly
resolving pneumonias were primary atypical pneumonia but rather that
they were of the variety long recognized as occurring in conjunction with
symptomatic flareups of bronchiectasis. Some internists believe that chronic
bronchiectasis is at times a rare sequel of severe atypical pneumonia. For
instance, the disease was believed to follow atypical pneumonia in no less
than 17 of 33 cases admitted during a 9-month period to the Percy Jones
General Hospital, Battle Creek, Mich.8* However, a review of the case
reports given in this paper leaves serious doubts as to the diagnosis of
atypical pneumonia. Flareups of pneumonitis are a common feature of
bronchiectasis, and the differentiation of these from primary atypical pneu-
monia is extremely difficult. Van Ravenswaay and his associates 8 stated
that bronchiectasis occurred as a sequel to atypical pneumonia at Jefferson
Barracks in 11 of 1,862 cases. This question is not yet entirely settled. On
the other hand, dilated bronchi, which later reverted to normal, have been
shown in a few patients convalescing from atypical pneumonia.®® The condi-
tion was termed “pseudobronchiectasis.”

It is estimated that the disease caused more than 6,000 admissions in the
period 1942-45, four-fifths of them in the continental United States. When
the diagnosis was established, it was ordinarily a cause for separation from
the service.

A certain number of cases were treated surgically during World War II.
For example, in 1943, 25 lobectomies were performed at Fitzsimons General
Hospital, Denver, Colo., with 2 deaths.

LUNG ABSCESS

The possibility that a person with a chronic lung abscess could pass the
induction X-ray and physical examination is so slight that cases of this
condition observed in the U.S. Army presumably developed in the service.
Acute lung abscess 1s by no means uncommon in civilian practice; such
cases follow o fairly well recognized clinical pattern, and a considerable
percentage, perhaps nearly half, recover spontaneously without surgical
drainage. The remainder will become chronic if not drained. Acute ab-
scesses of this type coming on de novo, so to speak (in the absence of such
predisposing factors as dental extraction and tonsillectomy) were very rarely
encountered in the Army. The reason for this is not entirely clear unless
it be the generally low incidence of bacterial pneumonias. Lung abscess

84 Kay, E. B.: Bronchiectasis Following Atypical Pneumonia. Axrch. Int. Med. 75: 89-104,
February 1945.

85 see footnote 46, p. 20.

86 Blades, B., and Dugan, D. J.: Pseudo Bronchiectasis Following Atypical Pneumonia. Bull.
U.S. Army M. Dept. No. 70, pp. 60-68, November 1943,
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developing after surgical procedures also seemed unexpectedly rare. It is
the writer's impression that many of the lung abscesses seen in the Army
were in battle casualties.

The disease is estimated to have been responsible for about 500 admis-
sions in the 1942-45 period, with 16 deaths.

SPONTANEOUS PNEUMOTHORAX

The sudden appearance of air in the pleural cavity not due to penetrat-
ing wounds of the chest wall or endotrache:' '~~~ v is known as spontane-
ous pneumothorax. It was formerly th. related to tuberculosis.
Now, however, while it is known that sponianeous pneumothorax may oc-
casionally occur as a complication of frank pulmonary tuberculosis, it is also
recognized that the great majority of cases take place as a result of rupture
of a subpleural bleb and have no relationship with tuberculosis whatsoever.
Interestingly enough, rupture often takes place quite independently of phys-
ical exertion.

In many instances, pneumothorax is a recurrent disease. Recurrences
were formerly thought to be uncommon, but it now seems likely that if more
frequently recognized by general practitioners their incidence would rise.
For example, a report from the Station Hospital, Seymour Johnson Field,
Goldsboro, N.C.,* points to a highly suggestive history of one or more previ-
ous episodes in five out of seven carefully studied cases.

Spontaneous pneumothorax is most frequently encountered in relatively
young males and gives rise to characteristic physical signs only if the
amount of escaped air is large enough. Roentgen examination. however,
as a rule is unequivocal; and if chest X-rays are routinely taken of individu-
als giving a suggestive clinical history (there is almost invariably some sud-
den chest pain at the onset followed by varying degrees of dyspnea), the
condition should not be overlooked. Pneumothorax is rarely complete; in
probably three-fourths of the cases, the collapse is less than 50 percent, so
that the number of cases not detectable with assurance on physical examina-
tion is high. Following spontaneous pneumothorax, fluid may occasionally
appear. but these effusions are small.

In the usual course of events, there is a single leakage of air which will
be absorbed in the course of time. On the other hand, there may be recur-
rent leakages during the reexpansion period, or the pneumothorax may be
permanent due to an open fistula. Such cases require the attention of the
thoracic surgeon. Another clinical variety is the so-called tension pneumo-
thorax wherein so much air escapes (often aided by a valve effect in the
rent pleura) that dangerously high intrathoracic pressures are produced.
Fortunately, this is a rare happening, but when it occurs, it may constitute
a real medical emergency. The patient is extremely dyspneic and cyanotic,

87 Pease, P. P., Steuer, L. G.,, and Chapman, A.: Spontaneous Pneumothorax in Soldiers, Bull.
U.S, Army M. Dept. No. 82, pp. 102-107, November 1944.
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and his gasping respirations only serve to aggravate the situation. In such
instances, the quick release of air by means of a needle plunged through the
chest wall is lifesaving. Lastly, the rare phenomenon of hemopneumothorax
might be mentioned. Here, bleeding occurs from the torn pleura, sometimes
on a large scale.

There were 3,831 admissions for spontaneous pneumothorax to U.S.
Army hospitals between 1942 and 1945. It was about twice as common at
home as overseas. The vast majority of these cases were of the uncompli-
cated benign type, and in about 10 percent was the condition a cause for
separation from military service. Recurrence was the reason for most of
the discharges. The average duration of hospitalization was in the neigh-
borhood of 2 months, so that neither in terms of mun-days lost nor man-
power permanently lost did the disease constitute a serious medicomilitary
problem. The four deaths attributed to the condition were presumably due
to tension pneumothorax.

In 1944, at the suggestion of the National Research Council, a booklet
on spontaneous pneumothorax was prepared for general distribution by Dr.
James J. Waring.®® In this, he advocated conservative therapy, with em-
phasis on hospitalization, bed rest, and the avoidance of air transport. Dr.
Waring also discussed the indications for thoracotomy, chemical pleuritis in
the recurrent cases, and the disadvantages of these procedures. In general,
he advised an individualized approach to each case.

PULMONARY FIBROSIS

Diffuse fibrosis of the lungs may follow granulomatous diseases, such
as tuberculosis, fungus infections, sarcoidosis, and beryllium poisoning. It
is also a serious occupational hazard of those exposed to the inhalation of
silica dust. The preinduction X-ray screening of U.S. Army personnel in
World War II made it highly improbable that individuals with any signifi-
cant degree of pulmonary fibrosis would be accepted for military service.
Moreover, the conditions leading to its development were not a feature of
army life, so that, apart from a certain amount secondary to chronic pul-
monary tuberculosis, it was never a feature of medicomilitary practice. It
might be added that the only generalized fungus infection with a fairly
high incidence in the Army, coccidioidomycosis, is not a recognized cause
of diffuse pulmonary fibrosis.

Peculiar instances of rapidly progressive pulmonary fibrosis whose
etiology is entirely obscure have been recorded in the literature. Notable
among these is the report of Hamman and Rich.®® It is of interest that four

88 Waring, J. J.: Spontaneous Pneumothorax. Office of Medical Information, Division of Medical
Sciences, National Research Council, July 1944.

89 (1) Hamman, L., and Rich, A. R.: Acute Diffuse Interstitial Fibrosis of the Lungs. Bull. Johns
Hopkins Hosp. 74: 177-212, March 1944. (2) Eder, H,, Hawn, C. V., and Thorn, G. W.: Report of
a Case of Acute Interstitial Fibrosis of the Lungs. Bull. Johns Hopkins Hosp. 76: 163-171, April 1945.
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cases thought to resemble those described by Hamman and Rich were ob-
served in the U.S. Army in New Guinea in 1944. Of these, one patient
finally recovered while two were evacuated and lost to followup study.
One came to autopsy.

PULMONARY EMPHYSEMA

Chronic pulmonary emphysema was occasionally noted in the U.S. Army
in the older age groups, particularly among officers. It was less common
than in civilian practice, probably owing to the generally higher standards
of health prevailing in the Army. It was said to be responsible for about
750 admissions in the period of 1942-45, most of them in the continental
United States.

MALIGNANT DISEASE OF THE LUNGS

The incidence of malignant disease generally in the U.S. Army is very
low, owing to the age group involved. Moreover, a survey of 15 million
Army man-years in the 20- to 40-year age group made in 194445 indicated
that the incidence in this group was lower than among civilians®® The
reason for this difference is not apparent. In any case, cancer occurs with
expected frequency in the older age group, again particularly among officers.

As a measure of the importance of malignant disease of the lungs in
military medicine, the following is cited: Bronchogenic carcinoma is esti-
mated to have been recognized 200 times during the period 1942-45. There
were 91 cases of all forms of malignant diseases of the lungs identified at
Letterman General Hospital, San Francisco, Calif., between 1944 and 1950.
This represented almost exactly 1 per 1,000 admissions.®!

90 Lindsey, D., and Cohart, E. M.: Incidence of Cancer in American Males ; 15,000,000 Man-Years
of Aggregate Experience, United States Army, 1944-45. Cancer 3: 943-959, November 1950,

91 For the surgical aspects of diseases of the chest see B.ades, Brian B., Carter, B. Noland, and
DeBakey, Michael E. : Surgical Axpects of Diseases of the Chest. In Medical Department, United States
Army. Surgery in World War II. Thoracic Surgery. Volume 1§, ch. XI. [In preparation.]—J. B.C,, Jr.




CHAPTER 11

Sandfly Fever

William A. Reilly, M.D., Roberto F. Escamilla, M.D., and
Perrin H. Long, M.D.

The diagnosis of sandfly fever was not made as frequently as it should
have been, because of an unfamiliarity with the disease and a certain reluc-
tance on the part of medical officers to make the diagnosis solely from the
clinical picture.!

Sandfly fever, also known as Phlebotomus fever and pappataci fever,
attained importance in Allied and Axis forces in the Mediterranean (for-
merly North African) Theater of Operations, U.S. Army, in World War II
by incapacitating large numbers of men for periods of 7 to 14 days, or
longer. This disease was known to be endemic in the Mediterranean littoral
and was first recognized in U.S. forces in North Africa toward the end of
April 1943. Although not reported as such in the statistical health report
(WD MD Form 86ab), the first patients were seen at the 77th Evacuation
Hospital then situated near Bone, Algeria. At that time, typical cases were
described, and a careful study was made of the relation and importance
of meningeal irritation to the general findings in the disease. The patients
had come from the U.S. IT Corps which was then engaged against the enemy
in northern Tunisia. At the same time that these patients werr being stud-
ied and the disease recognized in the 77th Evacuation Hospital, an increased
incidence of influenza was observed by the medical services of the other
evacuation hospitals within the corps area and also a sharp increase in the
number of cases of F.U.O. (fever of undetermined origin) was noted in the
statistical health report for April 1943. While no careful search for sand-
flies was conducted by trained entomologists during that period, it is known
that sandflies, Piichotomus papatasii, were captured and identified as suci.
in northern Tunisia by certa’n British medical officers and by members of
the hygiene section of the Briti:h First Army.

While knowledge concerning the incidence of sandfly fever in U.S.
forces in North Africa during the summer of 1943 is obscured by the fact
that the diagnosis was infrequently made and doubtlessly most of the cases
were classified as F.U.O.. the disease is known to have occurred frequently
in the region of Tunis, Mateur, Ferryville, and Bizerte in Tunisia; also

1 Letter, Lt. Col. Perrin H. Long. MC, Consulting Physician, Office of the Surgeon, Headquarters,
NATOUSA, to the Surgeon, NATOUSA, 24 Aug. 1943, subject: A Report Upon Medical Services in
Sicily,

49




50 INFECTIOUS DISEASES

around Oran and Algiers in Algeria.2 Cases of the endemic disease were
noted in members of the Allied forces in Algiers and, in at least one
instance, a fairly extensive outbreak occurred among members of a signal
corps detachment. which was situated just outside the city. In this outbreak,
the disease was thought to be dengue until a review of the clinical findings
in the disease revealed .a absence of secondary rises in fever. An entomo-
logical survey of the area of this detachment established the presence of
many sandflies of the variety I’. papatasii.

A review of the plans for the amphibious operation in Sicily which dealt
with the professional services shows that sandfly fever was considered a
likely threat to manpower during the Battle of Sicily and that the peak of
the disease would be reached after 1 August 1943. This prediction was
more than realized, because the disease which had been contracted in North
Africa began to make its appearance on D-day in Sicily, and, while no
cases of the disease were reported in the statistical heaith report for
NATOUSA (North African Theater of Operations, U.S. Army) for July
1943, in reality, there were hundreds of cases of sandfly fever in the troops
in Sicily during that month. This lack of reporting was due to the diffi-
dence that medical officers then showed in making the diagnosis of the dis-
ease from the clinical findings alone?

Despite the reporting of but 104 cases. the disease reached epidemic pro-
portions in Sicily because it was n favorable summer for the propagation
of sandflies, the type of fighting was from village to village, native habita-
tions were used as billets, and discipline in respect to the use of nets and
insect. repellents was poor. Sampling studies made in division clearing
companies and evacuation hospitals during the first 2 weeks in August pro-
duced clinical evidence that, at a minimum, at least 25 percent of the cases
diagnosed as F.U.O. should have been diagnosed as sandfly fever. During
the latter half of the month of August and the first half of September, this
same percentage probably prevailed.

The invasion of Ttaly by way of the beaches at Salerno (an area in
which sandflies were common) was attended by a large number of cases of
sandfly fever. This invasion was spearheaded by the 36th Infantry Divi-

2 In May 1943, shortly after Von Armin’s army was driven out of 'Tunis, rontact was possible
with U.S. Army Forces in the Middle Y. - Fgypt) and the Persian Gulf Service Command (Iran-Iraqg).
Reports of the extensive outbreaks ¢ sauat'v fever there, which occurred in U.S. personnel, were
beginning to be available although - *as njwwrent that in these areas, too, medical officers were loath
to make the diagnosis, preferring I.° * -1 nflucuza.

3 An analysis of the possible extent i sandfly fever cases in the Sicilian campaign, nearly all of
which were probably erroneously diagnosed as malarin or conservatively labeled F.U.O., was the sub-
ject of a speclal report made by Maj. (later Lt. Col.) Albert B. Sabin, MC, in September 1943. This
repurt was subsequently published in part by Major Sabin, Lt. Col. Cornelius B. Philip, MC, and
Dr. John R. Paul. The conclusion reached by Major Sabin was that sandfly fever was probably respon-
sible for as many, if not more, cases of fever as malaria. (1. Letter, Maj. Albert B. Sabin, MC, to
Chiet Surgeon, Seventh Army: Col. Daniel Franklin, 7 Sept. 1943, subject: Estimatc of Extent to
Which Sandfly I'ever Was and Is a Problem Among American Forces in Sleily. 2. Sabin, A. B., Philip,
C. B, and Paul, J. R.: Phlebotomus (Pappataci or Sandfly) Fever: A Disease of Military Importance :
Summary of Existing Knowledge and Preliminary Report of Original Investigations. J.A.M.A. 125:
603 606G, 1 July 1944.)
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ston, a unit which had had little experience with sandfly fever and hence
was comprised mainly of susceptible persons. Again, as in Sicily, the
troc; - made use of buildings both as strong points during the fighting and
subsequently as billets, and discipline in the use of nets and repellents was
poor. Because of certain command difficulties, it was impossible to have an
adequate study made of the F.U.O. cases in Fifth U.S. Army hospitals dur-
ing September and early October, so that an approximation of the number
of cases of sandfly fever was not made, although from the rather meager
data at hand it seemed probable that the incidence of the disease in the Fifth
U.S. Army during this period was similar to that experienced by the Sev-
enth U.S. Army in Sicily.

In 1944, in Italy, the situation in respect to the diagnosis of sandfly
fever was considerably improved, and the figures for that year were much
more representative of the actual incidence of the disease than they were in
1943. Iowever, it must be recorded that, even after an indoctrination cam-
paign had been conducted in the diagnosis of sandfly fever, there were many
medical ofticers who, because a specific diagnostic test for this disease did
not exist, preferred to make the diagnosis of F.U.O. Frequent examples of
this failure to make the proper diagnosis were encountered in the monthly
essential technical medical data reports, in which medical officers, after hav-
ing describced classical examples of the disease, would state that although
sandflies are known to exist in this area, the fact that none of the patients
had seen the insects and few if any gave a history of having been bitten by
sandflies, the diagnosis of sandfly fever could not be definitely established
and that, hence, the cases were classified as being F.U.O.

In MTOUSA (Mediterranean Theater of Operations, U.S. Army), dur-
ing the winter of 1944 and spring of 1945, an intensive campaign of educa-
tion was carried out in respect to the clinical findings in sandfly fever. The
effect of this campaign became evident because the incidence of sandfly fever
as reported in the statistical health reports for May, June, and July, 1945,
veflected the true incidence of the disease.

While the literature upon disease in the Wehrmacht was scanty, it was
known that German troops based in the Mediterranean area suffered from
sandfly fever. Hallmann, in 1941, described an outbreak of sandfly fever
that occurred in German soldiers who were stationed in the islands and the
Greek mainland near Athens. The majority of the cases of the disease were
seen in July and August, and it was estimated that 20 percent of all the
troops in the area had the disease during this ti- e. In a report printed n
Berlin in 19445 an analysis of 5,890,000 records for admissions to hospitals
for sickness in the German Army from 1 September 1939 to 31 March 1943
was made. Of the admissions recorded in this report, 1,062,920 were for

¢ Hallman : Beitrag zum Pappatacifieber 1941 auf der Balkanhalbinsel. Deut. trop. Ztschr. 43:
$4-68, 1 Feb. 1943,

5 Dife Infektionskrankheiten im jetzigen Krlege, Anlage zu Der Heeres-Sanitiitsinspekteur, Nr,
8715/44 geh, (W1 G) Priif Nr. 50. Berlin, den 28.8.1944.
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infectious diseases. Sandfly fever (Pappatacifieber) was 13th on the list as
a cause for admission with 4,941 cases recorded without any deaths and with
an average period of hospitalization of 13.4 days. Inasmuch as the Wehr-
macht had a large number of troops stationed in the Mediterranean and Black
Sea littorals in 1941, 1942, and 1943, it is astounding that but 4,941 cases of
sandfly fever were recorded. It is especially surprising when one considers
that in this study no mention was made of the existence of F.U.O. The
truth of the matter probably lies in the fact that during this same period a
total of 159,890 cases of “grippe” were recorded from hospital reports. It is
likely that many cases of sandfly fever were reported incorrectly under this
diagnosis.

ETIOLOGY

It was established in 1908 by Doerr, Franz, and Taussig ¢ that the causa-
tive agent of sandfly fever is a filterable virus and that the midge, P. papa-
tasil, is the vector of this disease. This finding was confirmed by other ob-
servers 7 and also by Sabin, Philip, and Paul. Sabin and Paul studied the
disease in Sicily after the end of the Sicilian campaign in 1943. As a result
of their studies, they obtained the following information regarding the virus
of sandfly fever:

Virus is present in the blood of patients 24 hours before the onset of fever and during
the first 24 hours thereafter: it is no longer demonstrable 48 hours after onset. It may
be passed serially in volunteers by parenteral inoculation although the intracutaneous
and intravenous routes were more effective than the intramuscular or subcutaneous routes.
Attempts to recover virus from the spinal fluid obtained in the first 2 days of the experi-
mentally produced disease were unsuccessful. The virus survived in the frozen state at
Dry Ice box temperature or in the lyophilized state in an ordinary refrigerator for
G months. The size of the virus as determined by filtration through gradocol membranes
appeared to be not larger than 25 to 37 mp, although the low titer of virus (1,000 mini-
mumn infectious doses per ml. of serum) suggests the possibility that it might be even
smaller. Unsuccessful attempts were made to inject embryonated eggs and a wide variety
of species including young baboons (Papio hamadryas) and monkeys of the following
species: grivet (Cercopithecus grigcoviridis), vervet (Cercopithccus acthiops pygerythrus),
red African hussar (Cercopithecus [Erythrocebus] patas), Macaca radiata and Macaca
mulatta (rhesus). The rodents included young white mice, wild gray mice, Syrian ham-
sters, Egyptian desert rats (jerboas), rabbits, guinea pigs, and cotton rats.

As cited by Warren and Johnson,® Sabin also showed that there was more
than one strain of sandfly fever virus. Volunteers who had been inoculated

8 Doerr, R., Franz, K., and Taussig, S.: Das Pappatacifieber. Leipzlg und Wien: Fransz Deu-
ticke, 1909.

7 (1) Birt, C.: Phlebotomus Fever in Malta and Crete. J. Roy. Army M. Corps 14: 236-258, 1910.
(2) Birt, C.: Sand-fly Fever in India. J. Roy. Army M. Corps 13: 140-147, 1910. (3) Tedeschi, A.,
and Napolitani, M.: Experimentelle Untersuchungen iiber die Aetiologie des Sommerfiebers. Centralbl.
F. Bakteriol. 57: 208-211, 1911. (4) Shortt, H. E,, Poole, L. T., and Stephens, E. D.: Sandfly Fever
on the Indian Frontier; A Preliminary Note on Some Laboratory Investigations. J. Roy. Army M.
Corps 63: 361, December 1934; and 64: 17, January 1935. (5) Shortt, H. E., Poole, L. T., and
Stephens, E. D.: Note on Some Experiments With Sandfly Fever Blood and Serum. Indian J.M.
Research 23: 279-284, July 1933. (6) Moshkovsky, Sh. D.: Studies on Pappataci-Fever. Med.
Parasitol. and Parasitiec Dis. Moscow § (No. 6) : 823-862, 1936.

8 Warren, R. O. Y., and Johnson, J. W., Jr.: Sandfly Fever in NATOUSA. M. Bull. Mediterranean
Theat. Op. 3: 160-164, May 1945.
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with a strain of virus obtained from a patient in the first day of his illness
in Caserta, Italy, developed typical sandfly fever; they were not subsequently
protected by this attack against an inoculation with the Sicilian strain of the
virus.

EPIDEMIOLOGY

It is believed that P. papatasii is the chief vector of sandfly fever in
NATOUSA. The adjacent shores and islands of the Mediterranean, Adri-
atic, and Aegean Seas which were included in the North African and Medi-
terranean theaters have long been known as favorable breeding places for
the moth midges of the genus Phlebotomus. The hilly and rocky terrains of
Algeria, Tunisia, Sicily, Sardinia, Corsica, and Italy and the adobe or stone
houses which dot these areas give rise to what was aptly called “the classical
sandfly situation,” by Maj. Marshall Hertig, SnC. The female sandfly by
choice seeks rocky places, cracks in masonry, buildings, stone walls, or rub-
ble and caves in which to lay its eggs; the adult midges seek outdoor shelter
in caves, cracks in stones and buildings, and under the eaves of buildings. A
cool, shaded, slightly damp environment is ideal for the life of this insect.

Sandflies rest during the day and feed during the night. The female
alone bites, an act which she performs persistently and viciously; a meal of
blood is necessary for proper ovulation (fig. 1).

The incidence curves of sandfly fever and F.U.0. in NATOUSA-
MTOUSA from January 1943 to December 1945 are presented in chart 1.
The first cases of sandfly fever were reported in August 1943 although the
disease was recognized in North Africa as early as April 1943. In 1943, the
peak monthly rate (September) was 7.9 per 1,000 per annum, a rate doubt-
lessly far below the actual rate, because the vast majority of cases of sandfly
fever were reported as F.U.O. Since careful studies were not made upon any
sample group of cases of F.U.O. in 1943, there was little information about
the correct diagnoses at the time of the final disposition of these patients,
and it will never be known what percentage of patients diagnosed as having
F.U.O. during the summer of 1943 were in reality suffering from sandfly
fever. It is to be remembered, however, at this point, that many cases of
malaria were also classed as F.U.O. in 1943 and that the total rate does not
primarily represent undiagnosed cases of sandfly fever.

The incidence curve during 1944 more closely approximated the true in-
cidence, since medical officers were beginning to have some familiarity with
the disease and hence were more prone to make the correct diagnosis. In an
interesting study of F.U.0.® made by Maj. Emil C. Beyer, MC, it was found
that a diagnosis of sandfly fever was made at the final disposition in 2.4
percent of 450 cases initially undiagnosed upon admission as F.U.O. during
the months of June, July, and August, 1944. However, in this same group,

9 Beyer, E. C.: Fever of Undetermined Origin. M. Bull. Mediterranean Theat. Op. 3: 208-209,
June 1945.
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Fiovre 1.—Male and female of Phlebotomus papatasii, the vector of sandfly fever.
Philip, and Paul. J.AM.A, 125: 603-606, 1 July 1944.)

(Sabin,
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CHART 1.—Incidence of sandfly fever and fever of undetermincd origin in the North
African-Mediterranean Theater of Operations, U.S. Army,' 1943-45

[Preliminary data based on summaries of statistical health reports]
[Rate expressed as number of cases per annum per 1,000 average strengthl}
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1 The North African Theater of Operations was redesignated the Mediterranean Theater of
Operations on 1 November 1944.

the diagnosis of F.U.O. or of febricula appeared in 84 and 10.7 percent,
respectively, of the final dispositions made during that period. Thus, the
etiology of 19.1 percent of the patients having fever was in doubt at the time
of their final disposition, and it is possible that many of those patients may
have had sandfly fever. That this is probable is evidenced by a further
study of the diagnoses which were recorded at the time of the final dispo-
sition of a similar group of patients, which was made by Major Beyer during
January 1945. In this group only 8.9 percent were discharged with a final
diagnosis of febricula or F.U.O. It is unknown how many times the origi-
nal diagnosis of F.U.O. was changed to sandfly fever in the statistical health
reports, but on the basis of these figures, there is a possibility that about 10
percent of the patients originally diagnosed as having F.U.O. in the summer
and early fall of 1944 had sandfly fever.

The incidence curve of sandfly fever for 1945 probably represented the
incidence of this disease quite accurately as the rates for F.U.O. were at low
levels in comparison with corresponding months in 1943 and 1944.

As will be noted from chart 1, cases of sandfly fever made their initial
appearance in NATOUSA-MTOQOUSA in April and gradually built up to a
peak in September; following this, there was a rapid decline within the next
2 months. Thus, the epidemiological pattern of the disease reflected accu-

rately the life cycle of P. papatasii.
IMMUNITY

A natural resistance to sandfly fever apparently does not exist, and a
large percentage of susceptibles develop the disease if left unprotected in an
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endemic area. Livschitz!® reported that practically 100 percent of experi-
mentally inoculated volunteers who had had no previous contact with the
disease were found to be susceptible, while Sabin, Philip, and Paul stated
that approximately 95 percent of their volunteers contracted the disease fol-
lowing their inoculation with virus. This same high rate of susceptibility
was observed in U.S. forces when they were introduced into NATOUSA-
MTOUSA, and instances were recorded in which 80 percent of a command
contracted the disease in certain areas around Caserta. These observations
were similar to those made by Cullinan and Whittaker ** in the Middle East,
where rates for sandfly fever of approximately 1.000 per 1,000 per annum or
more were recorded in other ranks in two British general hospitals which
had been located in areas in which sandflies were abundant and in which
sandfly fever was epidemic.

It was recognized also that second, third, or even more attacks of sandfly
fever could occur in the same individual and even the same epidemic season.
Livschitz observed that the initial rate of attack of the natural infections in
a group of 1,076 persons, who were newcomers in an endemic area, was about
50 percent and that 22.8 percent and 0.9 percent, respectively, of 416 persons
who had recovered from an initial infection had second and third attacks of
the disease within the same epidemic season. Cullinan and Whittaker re-
ported that 15 percent of the noncommissioned officers and other ranks in
two British general hospitals had second attacks (and some even third at-
tacks) of sandfly fever during a period of 3 months in which these men were
exposed to the disease in an epidemic area.

While there can be little doubt that an immunity to sandfly fever gen-
erally results from an attack of the disease, the observations which have
just been recorded suggest that at times the immunity may not be solid.
However, Sabin’s investigations,’* previously mentioned, indicated the ex-
istence of at least two different strains of virus and suggested the possibility
that second attacks within the same epidemic season or later may have been
the result of an infection with a different strain of virus rather than waning
immunity from the first attack.

CLINICAL COURSE AND DIAGNOSIS

Sandfly fever in NATOUSA-MTOUSA was characterized by the sud-
den onset of fever, headache and severe retro-orbital pain, photophobia, gen-
eralized aching, malaise, and chilly and feverish sensations. Anorexia, nau-
sea, and vomiting occurred in some patients. The face was suffused, the
conjunctivas and scleras injected, and not infrequently pressure over the eye-
balls caused pain. At times, a very faint pink erythema was present over

10 Livschitz, J. M.: Studies on Pappatacl Fever. Med. Parasitol. and Parasitic Dis. Moscow 6
(No. 6) : 938-943, 1937.

11 Cullinan, E. R., and Whittaker, S. R. F.: Outbreak of Sandfly Fever in T'wo General Hospitals
in the Middle East. Brit. M.J. 2: 543-5435, 30 Oct. 1943.

12 See footnote 8, p. 52.
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the shoulders and thorax, and the spleen was palpable in a small percentage
of patients. Many of the patients had relative bradycardia. The fever lasted
from 1 to 11 days, averaging 4 days, and was followed by a variable period
of asthenia. In one large group of patients, the period of hospitalization
ranged from 1 to 25 days, averaging 6.2 days. Ieukopenia was present in
most cases at the time the patients entered the hospital with the lowest counts
being recorded in the immediate postfebrile period. The differential count
was characterized by a relative or absolute increase in the lymphocytes (often
with the appearance of large atypical forms) and an absolute increase in
many patients in the younger types of the polymorphonuclear cells.

It is not unusual that the disease caused diagnostic difficulties in medical
installations in MTOUSA. 1In its milder aspects, it simulated the milder
forms of influenza. At times, the onset was similar to that of malaria, in-
fectious hepatitis, or primary atypical pneumonia, and it required much aid
from the laboratory to differentiate promptly and accurately between these
diseases and sandfly fever.

On occasion, the occurrence of nuchal rigidity in patients with signs and
symptoms characteristic of sandfly fever made the differential diagnosis be-
between this disease of aseptic meningitis difficult.’* Because of the lack of
specific serological tests, the diagnosis of sandfly fever could not be made in
patients with evidence of meningeal irritation and pleocytosis of the spinal
fluid, and it could not be proved that sandfly fever virus caused the aseptic
meningitis syndrome. In experiments with volunteers, Sabin, Philip, and
Paul did not believe that it occurred in any of 150 volunteers.

It is evident that, at times, the diagnosis of sandfly fever was difficult
and that it required much clinical acumen and confirmation by the labora-
tory. However, too often in MTOUSA, the reluctance to make the diagnosis
resulted from intellectual slovenliness and from the ease with which, for
diagnostic purposes, the disease could be classified as F.U.O.

TREATMENT AND PREVENTION

The treatment of sandfly fever in NATOUSA-MTOUSA was purely
symptomatic in type.

It was found in NATOUSA-MTOUSA that the prevention of sandfly
fever was dependent upon the precautions taken by the individual against
being bitten by sandflies and upon environmental control measures aimed at
the eradication of sandflies.

SUMMARY

Sandfly fever was a problem of great importance to the U.S. Army in
NATOUSA-MTOUSA, and it was responsible for much loss of manpower
during the summers of 1943 and 1944.

13 Sce footnote 8, p. 52.
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Due to the variations in the clinical picture of sandfly fever, and because
specific tests for establishing its identity were not available, medical officers
were often reluctant to make the diagnosis of this disease on the basis of
their clinical findings. As a result, many thousands of cases of sandfly fever
were probably recorded as K.U.O., and hence, the data recorded in the sta-
tistical health reports from NATOUSA-MTOUSA regarding this disease
were inaccurite.

Sandfly fever could have been prevented in the areas in which the dis-
ease was endemic if the proper individual precautions for the prevention of
this disease had been observed and if a program for the environmental con-
trol of sandflies based upon the use of DDT (dichlorodiphenyltrichloro-
ethane) sprays had been instituted.




CHAPTER 111

Dengue

Richard B. Capps, M.D.
INTRODUCTION

Dengue is an acute febrile illness caused by a filterable virus transmit-
ted by mosquitoes. It was first described by David Bylon in 1779 under the
name of joint fever.! Since then, the disease has come to be recognized as
common in many parts of the world, and 2 number of extensive epidemics
have been described.”> Bancroft,® in 1906, was the first to suggest that trans-
mission might be due to Aedes aegypti. This was conclusively established by
Cleland, Bradley, and McDonald in 1916 and 1919,* Siler, Hall, and Hitchens
in 1926,° and Simmons, St. John, and Reynolds in 1931.6 Subsequently, it
was demonstrated that Aedes albopictus, Aedes scutellaris, and Aedes hebrid-
eus ? can also serve as insect vectors. That the etiological agent was a filter-
able virus was first proved by Ashburn and Craig in 1907.2 In 1929, Blanc,
Caminopétros, Dumas, and Saenz?® found that certain species of monkeys
could be infected with the virus and could thus serve as a natural reservoir.
This was confirmed by Simmons, St. John, and Reynolds in 1931.

Although dengue is a nonfatal disease, it may assume considerable mili-
tary importance because of its tendency to occur in massive outbreaks result-
ing in incapacity of large numbers of men. This type of epidemic is favored
by the introduction of nonimmunes into an endemic area as so often occurred

1 Pepper, O. H. Perry: A Note on David Bylon and Dengue. Ann, M. Hist. 3: 363-368, Septem-
her 1941.

2 Sabin, Albert B.: Dengue. [In Viral and Rickettsial Infections of Man. 2d edition. Philadel-
phia : J. B. Lippincott Co., 1952, pp. 556-568.

3 Bancroft, T. I..: On the Etiology of Dengue Fever. Australas. M. Gaz. 25: 17, 1906.

4 (1) Cleland, J. B., Bradley, B., and McDonald, W.: On the Transmission of Australian Dengue
by the Mosquito Stegomyia Fasciata. M.J. Australia 2:179-184, 1916. (2) Cleland, J. B., Bradley. B,,
and McDonald, W.: Further Experiments in the Etiology of Dengue Fever. J. Hyg. 18: 217, Octo-
ber 1919.

5 Siler, J. F., Hall, M. W., and Hitchens, A. I’.: Dengue: Its History, Epidemiology, Mechanism
of Transmission, Etiology, Clinical Manifestations, Immunity and Prevention. Ihilippine J. Sc¢. 29:
1-304, January-February 1926.

6 Simmons, J. 8., St. John, J. H., and Reynolds, F. H. K,: Experimental Studies of Dengue.
Philippine J. Sc. 44 : 1-251, January-February 1931.

7 (1) Daggy. R. H.: Aedes scutellariz hebrideus Edwards; A Probable Vector of Dengue in the
New Hebrides. War Med. 5: 292-293, May 1944. (2) Mackerras, I. M.: Transmission of Dengue
Fever by Aedes (Stegomyia) scutellaris Walk. in New Guinea. Tr. Roy. Soc. Trop. Med. & Hyg. 40:
295-312, December 1946. (3) Fairley, N. Hamilton: Medicine in Jungle Warfare, 26 IFeb. 1945.
[Official record.] (4) King, Willard V.: Notes on the Vectors of Dengue in New Guinea, February 1946.
[Official record.]

8 Ashburn, P. M., and Craig, C. F.: Experimental Investigations Regarding the Etiology of Dengue
Fever. J. Infect. Dis. 4: 440-475, 1907.

9 Blane, G., Caminopétros, J., Dumas, J., and Saenz, A.: Recherches Expérimentales sur la Sensi-
bilité des Singes Inférieurs au Virus de 1a Dengue, Compt. rend. Acad. d. Se. 188 : 468-470, 4 Feb. 1929,

5
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during World War II. Since prophylactic measures were limited to mos-
quito control and since this was difficult to accomplish during combat, the
disease was a definite military hazard throughout World War II in practi-
cally all areas of the Pacific and Asiatic theaters.

INCIDENCE

The incidence of dengue in the U.S. Army during World War II, by
theaters of operations, is shown in table 3. It is evident that the disease was
largely restricted to the Pacific and Asiatic theaters, although scattered cases
were reported from each of the other theaters. The lack of a specific diag-
nostic test raises a question as to the validity of the diagnosis, especially
where sporadic cases were reported. On the other hand, many cases were
undoubtedly not recognized and were reported under the diagnosis of
“fever of undetermined origin.” It seems probable that the actual cases ex-
ceeded those reported. Finally, it should be noted that the incidence remained
low throughout 1945. This was presumably due to improved mosquito con-
trol measures, although in certain areas an increased percentage of immunes
may have also been a factor.

TaBLE 3.—Incidence of dengue in the U.S. Army, by area and year, 1942-45

{Rate expressed as number of cases per annum per 1,000 average strength]

1942-45 1942 1943 1944 ) 1945
Area T
Num- Num- Num- Num- Num-
berof | Rate | berof | Rate { herof | Rate | berof | Rate | berof | Rate
cases cases cases cases cases
e T B
Continental United States_____ 35 0.00 1) m 12 0.00 14 0.00 ‘ 9 0.00
Overseas: | \ i
Mediterranean. ... .....__._. 97 0.07 ) (O] 82 0.19 13 0.02 2 0.01
Africa-Middle East_.__..___. 8 .05 4 .7 1 .02 2 .04 1 .02
China-Burma-India... ..__._. 7,7 17.92 143 | 25.14 1,150 | 24.96 | 4,050 | 25.39 | 2,410 10. 84
Southwest Pacific......__... 48,632 | 28.45 1 3,923 58. 51 5,778 29.60 | 26,580 | 47.96 | 12,351 13.78
Pacific Qcean Area. ... __ 27,365 23. 67 12 .08 ) 11,931 40. 42 | 14.200 35. 98 1,222 3.76
North America..._....._.____ 1 .01 1 02 (U] U] " (O] O] M
Latin America. .. _...._._._. 203 .53 117 1.14 39 i .32 33 .38 14 .19
! t
Total overseas_ .. __.....__. 84,059 8.65 ;| 4.200 8.18 | 18, 981 12,15 | 44,878 12, 82 \I 16, 000 , 3.86
Total Army...._.._.._._. 84,004 | 3.46| 4.200 | 1.38 18,903 | 2.82 | 44,892 | 5.98 (16,009, 2.2

! Troops present in the area; no cases reported,

NoTE.—0.00 indicates a rate of less than 0.005 per annum,
SPECIFIC OUTBREAKS

Australia

In March, April, and May of 1942, an extension epidemic of dengue oc-
curred among U.S. Army troops stationed in Northern Territory and Queens-
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TasLe 4.-- Incidence rates for dengue in U.S. Army personnel in New Caledonia and Espirtlu
Santo, from January to August, 1945 and 1944

[ Rate expressed as number of cases per annum per 1,000 average strength]

. New Caledonia | Espiritu Santo
Month _ . :
1943 1944 | 1943 1944
January .. . e o 3 1 1. 1
February .- L 65 15 441 1
March___. el o : 186 120 1, 095 0
April_ ... . e 645 56 1,713 0
May___ e 317 16 | 1, 531 0
June_ __ . e 66 5 909 0
July_._. S L 30 1 245 0
August_ . ... . . L - 3 1 82i 0
|

\ less severe epidemic occurred at New Caledonia in 1943, as shown in
table £. The wide distribution of breeding places for A. aegypti and the
lack of preventive measures by the resident population contributed to the
persistence of the outbreak. The incidence of infection in military person-
nel would undoubtedly have been much higher if it had not been for intensive
mosquito control measures carried out by the base malaria control unit. An
epidemic was avoided, although cases developed during the 1944 rainy season.

Hawaiian Islands

In 1943, dengue appeared in Honolulu, T.H., in epidemic form for the
first time in over 30 years. The evidence suggested that the disease was
imported from Suva, Fiji Islands, where an epidemic was in progress. Two
commercial airline pilots were hospitalized with dengue in Honolulu early in
July 1943, shortly after arrival from Suva. One of the pilots was ill upon
arrival whereas the other did not develop symptoms for several days and
was not isolated Ly hospitalization until he had passed through the infectious
period.’® Three weeks later, two civilian cases appeared in the Waikiki
Beach area of Honolulu, and, 12 days later, two cases occurred in Army
personnel in the same section.’® Measures were taken immediately to prevent
an explosive outbreak, consisting chiefly of an extensive program of mosquito
control. Also, proper screening of patients in hospitals and in homes was
made mandatory, and large areas of the City of Honolulu were placed off
limits to troops. Although 1,355 civilian cases were reported through 31 De-
cember 1943, only 56 cases occurred in military personnel.

15 Gilbertson. W. E.: Sanitarv .\spects of the Control of the 1943-1944 Epidemic of Dengue Fever
in Honolulu. Am. J. I'ub. Health 35: 261-270, March 1043.

16 Hixtory of Preventive Medicin:. United States Army Forces, Middle Pacific, pp. 231-235. [Offi-
cial record.]
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In order to render effective measures for control of mosquitoes in mili-
tary areas, it was necessary to have adequate control in the surrounding
civilian areas. Toward this end. the Army gave all possible assistance to
civilian agencies. A medical ofticer was attached to the territorial board of
health to make an epidemiological study of all new cases. Fifty enlisted
men were assigned to spray the buildings and to eliminate breeding places of
mosquitoes in homes where there were cases of dengue. Trucks, ladders, and
spraying equipment were made available for use by civilian agencies. In
Neptember 1043, it became necessary to extend the program for mosyuito
control to include the entire City of Honolulu. The program was supervised
by the U8, Public Health Service, and labor was provided by a medical
service company. Ionolulu was divided into 3 districts and subdivided into
77 inspection zones, each of such size that one man could thoroughly cover
his zone every 10 days.

Aedes mosquitoes were found breeding in all varieties of containers that
could hold water, such as tin cans, bottles, barrels, jars, flower vases and cups,
tanks, tubs, tires. storm drains, catch basins, unstocked fishponds, abandoned
cesspools, and cisterns. Breeding places were also encountered in water-
holding plants, such as spider lilies. pineapple lilies, and ape plants and in
rotted-out holes and crotches in poinciana, algarroba, haole koa and guava
trees, bamboo and banana stumps, and the larger water-holding pockets in
traveler's palms. Other unusual breeding places were in fallen palm fronds
and the holes of lava-formed rocks and pockets in emerged formations of
coral reef. It is striking that in over one million inspections, on only four
occasions were ground pools found to be breeding places for Aedes mosqui-
toes. Since both A. eegypti and A. albopictus have short flight ranges (up
to 200 yards), it was only necessary to extend control operations to the
fringes of the inhabited areas.

The effectiveness of these measures 1s shown in table 5. It will be noted
that the breeding indices of .ledes mosquitoes were satisfactorily reduced. It

TABLE 3.—Breeding index of Aedes mosquitoes in Honolulu, T.H., from August 1943 to
August 1944

Year and month ! Index ! %j Year and month Index !
|
1948 | 1944 r
August____ . __________ 5. 7 || Janvary_ . ___________________. 1.0
September._____________ ______ 1.7 il February_..___.__ . ‘ 1.9
October_ _____ ________________. 1.1 March___________ _______._._._| 3.5
November_ __.__ . __________.___. 9 Aprilo. o L. 1.8
December__.____ . _____.__. ‘ 1.2 | May._ . o ___. 1.0
dgdune_ o ___________. _____.._ 1.2
Wodaly .. .7
'l August___ .. ... .8

1 Percentage of premises inspected in which tedes larvae were found.
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is interesting that the critical index or threshold of importance for dengue
was 3.0 or less, which is considerably lower than the value of 5.0 which is
generally accepted as the critical point for yellow fever.!?

New Guinea and the Philippine Islands

From the onset of operations in New Guinea and adjacent islands, dengue
was an important cause of noneffectiveness of troops.!®* Table 6 shows the
case rates for the years 1944 and 1945; separate rates for this area are not
available for the year 1943. It will be noted that the incidence was highest
during January and February, which are the months of heavy rainfall. Dur-
ing the first 6 months of 1944, the case rates for dengue exceeded those for

TaBLE 6.—1Incidence of dengue in U.S. Army personnel in New Guinea and adjacent islands,
January 1944 to August 1945

{Rate expressed as number of cases per annum per 1,000 average strength]

Year and month ‘ Number of cases Rate
1944 ‘ .

January . .. ool 3, 137 197. 6
February - _ e e e 2, 849 164. 1
March_.__._____. e el 2, 469 90. 6
April. e 1, 848 68. 0
May._._ .. ... __. e o 1, 970 66. 1
June o el 2, 756 61. 2
July e 2,613 60. 1
\ugust _ . . ____ ... D, 1, 571 33. 6
-~ ptember____________ . N 1, 828 30.5
October_ e 1, 102 21.5
November _ _ e 935 23.5
December_ e 1, 001 23. 2

Total o o ll_o____ 24,079 54. 2

1946

January . . o eail___. 640 24. 6
February _ . _ . . 576 25. 8
March_ . mm—mece o 597 25, 5
April el 168 30.5
May e 353 27. 3
June . oo o. 208 15.3
July - oo 48 6.9
AUBUSE - el el 222 9.2

Total_ e 3,112 215

17 §oper, F. L., and Wilson, D. B.: Species Eradication: A Practical Goal of Species Reduction in
the Control of Mosquito-borne Disease. J. Nat. Malaria Soc. 1 (No. 1): 5-25, 1945.
18 See footnote 7 (3), p. 52.
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malaria. It will be noted that in 1945 the rates remained low, even during
the rainy seaxon. Thix presumably was due to mmproved mosquito control
and to an increased percentage of immunes among military personnel. s
oceurred elsewhere. striking outbreaks appeared in certain units. notably in
the Hollandia and Biak areas. In the Biak area. the ratio of dengue to
malaria was 4: 1.7

Fisurre 4.---Conditions which favor mos-
quito breeding, A, Dixearded, rain-filled
cans, I3 Coconut hulls and blossom caps,
C, Upright gasoline drums that cateh rain-
wilter.

In New Guinea, the vector appeared to be 1. scutelluris*® A, weqypti
are rare in this area. This incereased the problem of mosquito control be-
cause of the greater variety of breeding places emploved by 1. sewtellaris
(fig. 4). In addition, the day-biting habits of thisx species made individual
proteciive measures necessary at all hours. expecially in shaded jungle arveas.

The situation in the Philippines is of particular interest becanse it 1Hus-
trates the effectiveness of measures for controlling mosquitoes.  Prior to
World War I1, dengue had always been a problem among Army forces sta-
tioned in the Philippines.  Replacements frequently contracted the disease
within a few months after arrival.  Consequently, with the opening of the
ampaign for reoccupation. a serious sitnation was anticipated. expecially

19 Quarterly Report, Surgeon, I Corps, Sounthwest Pacific Area, 1 Apr, 194430 June 1944,
20 See footnote 7 (4), p. 52.
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during the rainy season in areas of dense population. However, in spite of
the presence of large numbers of nonimmunes and the appearance of cases
throughout the Philippine Islands, no real epidemic outbreaks developed.
The case rates are shown in table 7.

TABLE 7.——Incidence of dengue in U.8. Army personnel in the Philippine Islands, November
1944 to December 1946

[Rate expressed as number of cases per annum per 1,000 average strength])

Year and month i Number of cases [ Rate

1944 ‘ |
November. . _____ o A e 652 | 39. 8
December___ .. i 1, 360 49. 1

1945 |
January__. ... ... __. R 1,033 | 32.1
February.. .. .. . .. . ... ... o ! 893 24. 8
March____.. . _ ... e ! 1,214 25.7
April ... i 857 19.9
May L i 913 19. 6
June___ __ e . el i 839 13. 4
July_.___. . el o 930 16. 4
August_._ - ____ . _._____ e o e 1, 140 15. 2
September _____ ... | 439 7.9
October___..____.__._.__.____ el | 294 | 6.3
November_ - . . L ____.__. 285 6.3
December_ .. .. .. L ___.__. ) 89 4.1
Total for 1945 __ . _ ... _._. ! 8, 926 15. 7
Total . f 10, 938 | 17. 9

Effective mosquito control was achieved by attaching malaria units to
all forces operating in the Philippines. In addition to the usual control
measures which were carried out on an intensive scale, area spraying with
DDT (dichlorodiphenyltrichloroethane) from airplanes was carried out ex-
tensively over Manila (fig. 5) and other populated centers on Luzon Island
during the early months of 1945.2! The houses of natives adjacent to con-
centrations of troops were also sprayed with DDT.

It is of interest that reports from this area indicated considerable varia-
tion in the clinical picture. Thus, many cases showed only a single peak in
temperature, and in many instances the disease was quite mild. The difficul-
ties in diagnosis, particularly during the first few days of illness, were

21 Essential Technical Medical Data, U.S. Army Forces in the Far East, for March and April 1945.
Inclosure 13, subject : DDT Spraying in Luzon.
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Saipan

Perhaps the most extensive outhreak of dengue during World War 11
ocenrred in the Mavianas Islands inothe late stmmer of 191 Relatively
complete records are avarlable only for Saipan. Shovtly after the assault
on this d=land, on 15 June 190 denene made its appearance among the
troop=. -\t lir=t. the neidence was low, probably because the rainy seaxon
Jdidd not begin until the first of Nugust and mosquitoes were not abundant.
However, by L Angusie mosquitoes had become plentiful and the dengue
rate had reached 3000 The incidence continued to rise rapidly, and by S Sep-
tetber the rate had reached approximately 3500 per 100G per annnm.==

Thi~ outhreak was obviously eaused by the presence of large numbers
of mosquitoes aud the inetfectiveness of ordinary measures of control. Thus,
there were innmmerable hreeding places provided by =an unbelievable amount
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of rubble resulting from the total destruction of villages and scattered dwell-
ings, a multitude of wells, cisterns, vats, troughs and rainwater-collection
facilities as well as an immense quantity of tins, shell cases, et cetera.” The
difficulties encountered in controlling mosquitoes during and immediately
following the assault phase of a campaign are sufliciently great under ordi-
nary circumstances, but in this instance they proved to be insurmountable.
This is illustrated by counts made of the number of mosquitoes found biting
a single human during 10-minute periods. Thus, between 16 August and
10 September 1944, counts made in the late afternoon near the vicinity of
towns or villages showed from 5 to 36 specimens of A. aegypti and from
2 to 16 specimens of A. albopictus as well as 1 to 7 specimens of other species.
Counts made at night showed as many as 42 specimens of still other species.

Effective control of mosquitoes only became possible when a supply of
DDT arrived on 3 September 1944. Area control was employed by spray-
ing 5 percent DDT and kerosene from airplanes. It was found that small
planes were inadequate and that it was necessary to use C—47’s because of
the size of the area involved. Between 12 and 22 September, 8,600 gallons
of the mixture was sprayed over a total of approximately 15,000 acres, an
average of approximately two-tenths of a pound of DDT per acre. In
addition, DDT residual spray was used in all tents and living quarters of
hospitals.®® This was accomplished with a truck-mounted power spray unit
for chemical decontamination provided by the Chemical Warfare Service.

The effectiveness of these measures is shown in table 8. The number of
new cases began to decrease significantly about 1 week after the aerial spray-
ing of DDT was started. After the first of October, the number of new
cases was less than 10 percent of the number which occurred at the height
of the epidemic. Although the preliminary summary reports show only 10,834
cases of dengue for the entire Pacific Ocean Area during August, September,
and October, 1944, it is reliably estimated that there were 20,000 cases on
Saipan alone.?* This discrepancy was probably due to a high percentage of
cases that were cared for in quarters and were not officially reported.

The effectiveness of these measures in controlling the mosquito popula-
tion was clearly demonstrated by observations on the “biting rate” per
minute. Thus, surveys made before and after spraying by airplane indicated
a decrease up to 98 percent. In addition, it was generally agreed by troops
that there had been a tremendous reduction in the mosquito population.
This was further substantiated by surveys of breeding places of mosquitoes
made before and after DDT spraying. Finally, the effectiveness of these
measures is indicated by the marked decrease in new cases of dengue which
occurred before the end of the rainy season and at a time when susceptible
troops were still arriving on the island.

_;?’T;ttTr.-Deputy Surgeon, Headquarters, U.S. Army Forces, Pacific Ocean Areas, to Surgeon,
Pacific Ocean Areas, 30 Sept. 1944, subject: Measures Used for Control of Dengue Fever on Saipan.

24 Annual Report, Eighteenth Medical General Laboratory, Pacific Ocean Areas, 1944. Inclosure 5
thereto.
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TABLE 8.— Daily report of new cases of dengue at height of the epidemic in Saipan, 1} September
to 6 October 1944

Date , Number ’ , Date ' Number
——— b s — —_—
1944 ’ ) 1944
September 14 . _____ 393 {{ September 26 .. ______ . _______ f 62
| J 426 2T - ' 87
16 .. 294 28 ... ‘ 79
17 o __.__ 306 29 ... ‘ 71
18 ... 289 30 .. 44
| 1 U 275 4 October ) U ! 36
20 .. 230 ! Q. ‘ 33
2 ... 137 3 .. 27
25 S 137 . 1 28
23 ... 112 b _____ 32
24 ... 93 6. . __.. 23
25 .. 81 5

China-Burma-India

Although dengue was endemic in most of the China-Burma-India
theater, the majority of cases among U.S. troops occurred in the region of
Calcutta, India. The highest incidence appeared between July and October
with the peak varying according to the dates of the monsoon.?> During 1942,
1943, and 1944, the dengue rates were approximately the same; namely,
25 per 1,000 per annum. However, in 1945, the rate dropped to less than
half. Although the explanation for this is not entirely clear, it is felt that
the improvement was largely due to the work of malaria control detachments
whose measures were directed towards Aedes mosquitoes as well as the
Anopheles mosquitoes. In addition, antimosquito supplies and equipment
were more readily available in 1945 and individual protective measures were
better enforced (fig. 6).

One small but sharp outbreak of dengue which occurred in the China
theater illustrates the military importance of this disease as follows: During
September 1945, after V-J Day, an epidemic was reported in Hankow,
China, which was said to have affected €) percent of the population of the
city. When American forces occupied the airport, 40 of the first 48 men to
arrive contracted dengue within 5 to 10 days.?® Because of this situation,
it was first recommended that operations from Hankow be suspended. Sub-
sequently, however, they were considered essential. Intensive measures for

25 Van Auken, H. A.: A History of Preventive Medicine in the United States Army Forces of the
India-Burma Theater, 1942 to 1945, p. 317. [Official record.l
26 Essential Technical Medical Data, U.S. Forces, China Theater, for October 1945,
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CLINICAL MANIFESTATIONS

Variations i the character and severity of dengue have long been recog-
nized o~ dependent upon differences i particular outhreals and upon in-
herent and acquired degrees of individual vesistance The variabilities of

this disease in civilian populations have been discussed in detai] elcewhere 2

SV Lhonmles s GO Foo Dennes SXerviee Poblication Noo S0 Commonwendth of Auastralia. Departinent
of Health, 1940

S Nimmons, dames Stevens o Dencge Pevers Do Vicns aoud IGeketisind Diseases, .\ Symposin o
Hebb g the Harvard Sehool of Public Blealth, Jane 12 Jone 170 1959 Cambiridee. Massaeligselts
Harvard University Presso 19000 ppe 3489 063 020 Sinmons, . X0 Dienwie Feser, M. Clin. North

Ninerica 27 0 SON ST Moy 1hgn O Nee faotnnte Do O




2 INFECTIOUS DISEASES

and provide a comprehensive background for the military cases described
in different parts of the Pacitic area. These were likewise of varying severity
and symptomatology,?® and in some instances, because of lack of specific
laboratory tests, the diagnosis could be only denguelike fever3° based on
symptomatology and epidemiological considerations.

Characteristically, the onset of dengue was sudden, accompanied by fever
and sometimes by a chill. The fever was of two types—saddleback and
single phase. DPatients were usually admitted to the hospital within a few
hours of onset of the disease, with a temperature ranging from 99° to 104° F.
which persisted for at least 2 or 3 days.3' Over half the patients then had a
remission in which both the fever and symptoms practically disappeared.
This remission lasted 1 or 2 days and was followed by a second rise in
temperature and return of symptoms. These, in turn, subsided rapidly on
the fifth to seventh day of illness. In patients who did not exhibit this
saddleback type of fever, symptoms and fever were largely the same but
persisted for several days, regressing gradually from the third to the eighth
day of illness.

Dizziness, prostration, and extreme weakness in the legs were frequent
presenting symptoms. Frontal or occipital headache, generalized aching
especially in the back and joints, and pain in and around the eyes developed
early. _Anorexia was common and was often accompanied by nausea and
sometines by vomiting. Oeccasionally, mild abdominal pain was noted.
Many patients complained of insomnia and restlessness, and these symptoms
frequently persisted into convalescence.

Flushing of the face and neck and scleral injection were common. Two
tvpes of rash were observed. One, an enanthem, appeared within the first
12 hours. if at all, and consisted of pinpoint-sized, discrete, glistening vesicles
on the posterior half of the soft palate. Star-shaped redness developed
beneath these within 24 hours. This rash was morbilliform; it faded during
the period of remission and did not recur with the second rise in tempera-
ture. The other type of rash was an exanthem (fig. 7). Seventy-nine per-
cent of the patients in one group had this rash en admission to hospital.
1t could be miid (a few discrete, light pink, morbilliform spots on the sides
of the thorax, inner surfaces of the upper arms, and in the lumbar region)
or severe when it presented unbroken, erythematous areas covering the face
helow the forehead, neck, shoulders, and thorax. The morbilliform charac-

» (1) Diasio, J.S., and Richardson, F. M.: Clinical Observations on Dengue Fever; Report of
100 Cases. Mil. Surgeon 94: 365-369, June 1944. (2) Kisner, P., and Lisansky, E. T.: Analysis of
an Epidemiec of Dengue Fever. Ann. Int. Med. 20: 41-51, January 1944.

30 (1) Fairchild, L. M.: Dengue-Like Fever on the Isthmus of Panama. Am. J. Trop. Med. 25:
397-401, September 19435. (2) Johnson, J. A, Jr,, Martin, W. B, and Breslow, L.: Dengue-Like
Fever on Okinawa. Bull. U.S. Army M. Dept. 5: 306311, March 1946.

3 (1) See footnote 29, p. 72. (2) Cavanagh, J. P..: Dengue; Observations on the Disease as Seen
in the South Pacific Area. War Med. 4: 549-555, December 1943.
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4 INFECTIOUS DISEASEN

ter became apparent at the edges of the confluent areas, notably the lower
half of the upper arm. upper part of the abdomen, and thoracic extensions
of the axillary spaces. This rash also faded during remission but recurred,
usually in less intense form, with recrudescence of fever. When it extended
to the palms of the hands and soles of the feet, it was frequently followed
by itching.

The incidence of adenopathy was highly variable and, when present, it
most commonly involved the cervical nodes3 persisting through the second
phase of fever and subsiding gradually during convalescence. Bradycardia
was usually present and first appeared after the second day of illness, some-
times lasting into convalescence. Leukopenia was present early. with an
average reduction in number of white blood cells to 5450 per cubic mil-
limeter. By the fifth day of illness, the average count numbered 3,500 cells
per cubic millimeter, with a relative Iymphocytosis. Atypical lymphocytes
with vacuolated cytoplasm and coarse granular inclusions were commonly
seen. The symptoms and signs of disease in two groups of patients in the
U.S. Army are recorded in table 9.

TABLE 9.—Physical signs and symptoms of 418 cases of dengue in two groups of
U.S. Army patients, 1944

Condition Australia South Pacific
(percent) (percent)
Physical signs:

Fever e ciideee- 100 97
Saddleback . _ . _ oL 55 66
Single temperature rise . _ . _____ . ______ . . _.___._.. 15 30
Intermittent temperature rise___ . _ . __ . _ . __ .. _ . __.._ 0 1
Afebrile____ .. 0 3

Rash el 79 37

Flushing of face (initial phase)__ .. _ . ___ . ___________.______ 33 26

Tongue coated ___ . ___ ... % I P,

Bradycardia (after 2dday).__. .. _ ... . _._______ oo 97

Scleral injection__ ___________ . ____ . _ . ___. 89 2

Eyeball tenderness to pressure__ ... ____ . ________________ 45 |ceeceooo oo

Adenopathy._ . . 100 17
Cervical . _ e _. 94 193
Epitrochlear___. ___ . __ ... 90
Inguinal . __ ... 80

Laryngeal or oropharyngeal vascular congestion____________ 17 11

Leukopenia . . . . oo 100

Red blood cell count _ _ _ . . ..._ Normal Normal

Febrile albuminuria. - __ . ___ ... 8

Symptoms:
Feverishness___ el 100 97
Chills or chilliness__ _ e eiaas 54 32

32 See footnote 29, p. 72.
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TABLE 9.—Physical signs and symptoms of 418 cases of dengue in two groups of
U.S. Army patients, 1954—Continued

Condition Australia South Pacific
(percent) (percent)
Symptoms—Continued

Aches and pains . .. |- 99
Headache__.____ . ___ e 94 69
General aching_ _ .. _ .. ... __.__ e e 75 35
Lumbar backache_ .. . ________ 89 43
Orbital pain__ .. __ __ ... 74 25
Anorexia. .. iiiaeoa- 8 ... . ..
Lossof taste. - _ _ . ___ L. __._. Y 2
Bittertaste_ . _ . ____ L _____ 45 4
Weakness (early) . .. . ... 29 14
Imsomnia _ o e aea-- 53 6
Coryza (fleeting) .. . _____ ... 24 ...
Sore throat (mild) ... ______ ... 12 3
Stifmeck _ _ . e-- | B S
Dizziness and nausea_ . ___ . _____ e e 2o
Constipation_ _ . _______ . . ______. 2 2
Pruritus. - o eaoo. 20 3
Photophobia_ _ _ . eecccaaoo 5
Total number of patients_ _ .. ______________________. 100 318

1 Of those with adenopathy; 16 percent of the total group (318 cases).

Source: (1) Diasio, J. S., and Richardson, F. M.: Clinical Observations on Dengue Fever; Report of 100 Cases. Mil.
Surgeon 94: 365-369, June 1944. (2) Kisner, P., and Lisansky, E. T.: Analysis of an Epidemic of Dengue Fever. Ann.
Int. Med. 20: 41-51, January 1944,

The disease ran its course in 6 to 10 days (average hospital stay 715 to
9 days) with complete recovery. In general, symptoms tended to abate with
the fever, but during convalescence some degree of neurasthenia manifested
by muscular weakness, lack of ambition, mental depression, insomnia, and
anorexia was almost invariable. These usually disappeared in 7 to 14 days,
but sometimes lasted much longer.?® Recurrences were rare and could prob-
ably be explained as re-infections.

Occasional complications of dengue were observed, including hemor-
rhagic nephritis, trismus of the jaw, arthritis of hip, suppuration of glands,
persistent bradycardia, and purpuric manifestations®* Urogenital com-
plications were also occasionally observed. Dull testicular pain and im-
potence were not infrequent during convalescence, and the latter was
attributed to generalized weakness.?®> In one group of 141 patients, 8 men

33 (1) See footnotes 29, p. 72; and 31 (2), p. 72. (2) Hyman, A. S.: The Heart in Dengue ; Some
Observations Made Among Navy and Marine Combat Units in the South Pacific. War Med. 4: 497-
501, November 1943.

34 See footnote 31 (2), p. 72.

35 Wesrauch, H. M., and Gass, H.: Urogenital Complications of Dengue Fever. J. Urol. 55:
90-93, January 1946,
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(5.7 percent) had late involvement of the urogenital tract, including orchitis,
with subsequent atrophy of the testis and repeated bloody seminal emis-
sions. Rare neurological complications following dengue were described by
Kaplan and Lindgren 3 who reported palsy of the facial, palatine, long
thoracic, ulnar, peroneal, and sciatic nerves.

Dengue may be confused with rubella because of the rash and because
of the tvpe of cervical adenopathy observed. Other diseases frequently con-
sidered in differential diagnosis included scarlet fever, infectious mono-
nucleosis, malaria, viral pneumonia, influenza, and oceasionally meningitis.
A knowledge of the epidemiology of dengue and its clinical course was
helpful in early diagnosis.

Sufficient discrepancies in signs and symptoms existed in certain out-
breaks of denguelike fever to question the diagnosis. In 32 cases from
Panama 3" the symptoms and course of the disease were similar to dengue
except. that the typical rash was not seen, bradycardia did not occur, and
the incidence of lymphadenopathy was low. Definite diagnosis was impos-
sible because of lack of laboratory methods. Many of the patients observed
in Okinawa in 1945 likewise had most of the diagnostic signs of dengue.3®
The clinical picture presented by these cases was remarkably uniform.
Specifically noted was the sudden onset, with chilly sensations, rapid rise
in temperature, headache, pain on movement of the eye, postorbital pain,
photophobia, generalized aching, periarticular soreness, conjunctivitis,
lymphadenopathy, bradycardia, and hematological changes. However, it
was pointed out that the short duration, relative infrequency of recrudescence
of fever and symptoms, and the absence of rash in these patients were against
the diagnosis of dengue. Later, Sabin3® on the basis of failure to produce
dengue in four human volunteers inoculated with serum from five of these
patients, suggested that this outbreak may have been leptospiral meningitis.

The treatment of dengue was symptomatic. Codeine (1% to 1 gr.) and
acetylsalicylic acid (10 gr.) usually sufficed for relief of pain,®® and pheno-
barbital (115 gr.) was employed for insommnia and restlessness. Morphine
was rarely required.

SCIENTIFIC INVESTIGATIONS

The military importance of dengue became evident early in World
War II. As a result, the Commission on Neurotropic Virus Diseases, Army
Epidemiological Board (Board for the Investigation and Control of In-
fluenza and Other Epidemic Diseases in the Army), became interested in

36 Kaplan, A, and Lindgren, A. J.: Neurologic Complications Following Dengue. U.S. Nav. M.
Bull. 43 : 506 510, September 1943.

37 See footnote 30 (1), p. 72.

38 See footnote 30 (2), p. 72.

39 Sabin, .\. B.: Research on Dengne During World War I, Am. J. Trop. Med. 1: 30 .50, Janu-
ary 1952,

40 See footnote 31 (2), p. 72.
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promoting research in this field with the specific objectives of producing
a protective vaccine and, if possible, of developing a specific diagnostic pro-
cedure. Neither of these was available before World War II, for up to that
time the virus had not yet been definitely propagated in animals or in
tissue culture. Lt. Col. Albert B. Sabin, MC, was the central figure in the
series of studies which provided pertinent key information. Detailed reports
of his findings are available elsewhere.** The following summarizes those
findings especially pertinent to military medicine:

1. Proof of the existence of multiple immunological types. Seven strains
of dengue virus were isolated from patients who contracted their illness in
Hawaii, New Guinea, and India. Serum obtained during the first 48 hours
of the disease was shipped to the United States under refrigeration and
inoculated into volunteers who had never resided in areas where dengue is
endemic. Subsequently, studies of transmission by mosquitoes were con-
ducted with 1. aegypti. The existence of separate strains was demonstrated
both by studies of cross-immunity and through virus neutralization tests
using immune serum. At least two immunologically distinct types of virus
were identified. It was shown that the Hawailian strain, one of the four
New Guinea strains, and the two Indian strains were identical. Thus, two
separate strains were detected in New Guinea.

2. The long persistence of immunity to homologous types of virus. It
was found that homologous immunity persisted for at least 18 months under
conditions which precluded reinforcement of immunity by subclinical rein-
fection. Ileterologous immunity was observed but persisted for only about
2 months.

3. The modifications of the clinical manifestations of the disease which
result from reinfection with a heterologous type of virus at various periods
after the primary attack. It was shown that a superimposed heterologous
infection produced marked variations in the course of the disease depending
upon the time which lapsed from the primary infection. A short febrile
illness of 2 days’ duration with or without rash, lymphadenopathy, or other
characteristic manifestations occurred under these circumstances. In these
experimental cases, the virus, recovered from the blood showed conclusively
that the observed disease actually was dengue. This knowledge readily
explained the many cases reported of the transitory acute illnesses which
could not be specifically identified, particularly from New Guinea. This
explanation is confirmed further by the fact that two of the New Guinea
samples of serum from individuals with this type of illness produced the

41 (1) See footnotes 2, p. 50; and 39, p. 76. (2) Sabin, A. B, and Schlesinger, R. W.: Fxperi-
mental Studies on Human and Mouse Adapted Dengue Virus. Paper presented at joint meeting of
American Society for Experimental Pathology and American Association of Immunologists, Atksntic
City, N.J., 13 Mar. 1946, (3) Letter. Maj. Albert B. Sabin, MC, to Preventive Medicine Service, iffice
of the Surgeon General., 3 Aug. 1944, subject: Isolation of Several Strains of Dengue Virus From
Serum of Patients With Various Types of Fevers in New Guinea. (4) Sabin, A. B., and Schlesinger,
R. W.: Production of Immunity to Dengue With Virus Modified by Propagation in Mice. Science 101:
640 642, 22 June 1945.
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classical picture of dengue when inoculated into nonimmune volunteers in
the United States.

4. The demonstration that type-specitic immunity to dengue is asso-
ciated with neutralizing antibodies for the virus. It was shown that the
demonstration of neutralizing antibodies can be employed for diagnostic and
epidemiological survey purposes. They should prove to be of great value
in the future.

3. The propagation of dengue virus in mice. Sabin tinally succeeded in
propagating the virus in mice. In the course of a number of passages, the
virus underwent a mutation since it lost its capacity to produce severe ill-
ness I man but retained its capacity to produce a rash. A mousebrain
extract of this modified virus was found to atford complete protection against
the naturally acquired disease. .\ single mousebrain was shown to contain
at least 10,000 immunizing doses which led to the preparation of an effec-
tive lyophilized vaccine. Unfortunately, large-scale field trials were not
undertaken because the opportunities for testing the vaccine ceased with
the ending of the war.

6. Investigations of dengue, conducted by Colonel Sabin in Panama,
showed clearly that dengue has occurred there since 1941 and suggested that
the interior of PPanama may be an endemic focus of the disease.

In conclusion, it should be pointed out that the history of dengue dur-
ing World War II reflects great credit on the U.S. Army Medical Depart-
ment. Like ~ome other virus diseases, dengue was promoted to the category
of an illness diagnosable by laboratory means and preventable.




CHAPTER 1V

Neurotropic Virus Diseases
John R. Paul, M.D.

The group of diseases designated as neurotropic virus diseases in this
chapter has been selected, for practical reasons, on a somewhat arbitrary
basis. They include acute infections with the viruses that cause the arthro-
podborne virus encephalitides: poliomyelitis, rabies, and lymphocytic chorio-
meningitis. It is with some aspects of the clinical and epidemiological story
of these virus infections, as they occurred in military personnel in World
War II, that this chapter is concerned.

Numerically speaking, the recognized military cases of neurotropic virus
infections have been insignificant, but from other standpoints these diseas.s
have proved to be of some military importance. In the first place, any
virus disease that attacks the central nervous system easily acquires a bad
reputation. Furthermore, as a group, the mortality is apt to be high and
the stigma of injured brain function accompanies them. In the case of
poliomyelitis, not only does this disease carry a more serious prognosis
when it occurs ir young adults (of military age) than in children, but when
a permanent Army post is involved, this disease presents a threat to de-
pendents who may happen to be living within the epidemic area. And
finally, as far as the arthropodborne virus encephalitides are concerned, any
mosquitoborne disease is of military significance.

Early in World War II, the Medical Department of the U.S. Army rec-
ognized that this relatively new group of diseases might pose a number of
problems, and to forestall them, Circular Letter No. 74 was issued on this
subject by the Surgeon General’s Office on 19 March 1943. This circular was
followed by War Department Technical Bulletin (TB MED) 212, issued
16 January 1946. The bulletin reviewed information bearing on the com-
mon neurotropic virus diseases of man, including classification and diag-
nostic features. In addition, the bulletin described the circumstances under
which the then available diagnostic procedures could be profitably utilized.

THE ARTHROPODBORNE VIRJS ENCEPHALITIDES

The arthropodborne virus diseases comprise a group whose membership
has expanded greatly since the war, but even in 1941 the recognized mem-
bers were eastern and western types of equine encephalomyelitis, St. Louis
encephalitis, Japanese B encephalitis, and Venezuelan encephalitis. Others
of less importance to U.S. Forces included Russian spring-summer encepha-
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80 INFECTIOUS DISEASES

litis (and other types from Russia and Siberia), some types from \frica,
and louping ill from England. These will not be considered here.

The number of military cases of this group of diseases which occurred
in World War II turned out to be few indeed. but besides the reasons already
given that these few cases deserve attention here is that research initiated
and promoted by the Preventive Medicine Division, Office of the Surgeon
General, and the Army Epidemiological Board ( Board for the Investigation
and Control of Influenza and Other Epidemic Diseases in the Army). con-
tributed materially to the addition of knowledge about these important in-
fections during World War 11.

Military History Prior to World War 11

In view of the fact that no member of this group of arthropodborne
virus encephalitides had been discovered, nor had the diseases which they
ause been recognized as such prior to the 1930%s, there is nothing about
them in the medical history of World War I; nor had there been in the
post-World War I period any experience by the Armed Forces with these
agents or with the diseases they cause. If cases of this group of illnesses
had oceurred and attracted attention in 1917-18, they would probably have
been listed under the miscellaneous group of *‘encephalitis. type undeter-
mined”™ or perhaps as “epidemic encephalitis.” During the last vear of
World War I and the years immediately following, t“.c type of encephalitis
most frequently encountered in military populations was encephalitis lethar-
gica, otherwise known as Von Economo’s disease. The records from World
War I show 80 admissions, and at least 79 secondary cases of encephalitis,
reported for the period from 1 April 1917 to 31 December 1919 in the total
U.S. Army of approximately 4 million.! 1In this group, 27 deaths occurred,
giving a case fatality ratio of about 17 percent. The chances that a large
percentage of these cases were examples of encephalitis lethargica are good.
However. as the etiological agent of that disease was never established. one
annot speak with any confidence that it was actually a virus disease and
therefore deserves discussion here. Furthermore and fortunately. the inci-
dence of encephalitis lethargica began to decline in the midtwenties, both in
the United States and in Europe. By 1930, to all intents and purposes,
classical cases of this disease had disappeared. so for the present at least, we
need not pursue the discussion about it further. except to point out that
other new types of encephalitis were soon to supplant Von Economo’s disease.

It was during the 1930's that the arthropodborne virus encephalitides
came under serutiny, the first recognition of any member of the group being
that of the virus of western equine encephalomyelitis. isolated with some
difficulty, from a sick horse in California in 1931 by Dr. Karl F. Meyer of the
University of California. San Francisco. Later. Dr. Carl TenBroeck. of the

1 The Medical Department of the United States Army in the World War. Washington : Govern-
ment Printing Office, 19235, vol. XV, pt, 2, pp. 90 138, 636,
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Rockefeller Institute of Medical Research at Princeton, N.J.. found that
strains of the equine encephalomyelitis viruses could be separated into eastern
and western types. The *“disease” for which these viruses were responsible
was regarded at that time primarily, if not entirely, as one of horses. A
manifest interest by the Army in this natter accompanied the report in 1934
by Lt. Col. (later Brig. Gen.) Raymond A. Kelser, VC, that these viruses
could be transmitted from horse to horse by certain species of mosquitoes.

A second chapter in the story was written when it was found that this
type of illness affected man. In 1933, a severe outbreak of human encephalitis
occurred in and about the city of St. Louis, Mo. More than 1,000 human
cases were reported with about an 18 percent mortality. The virus of St. Louis
encephalitis was isolated in this epidemic more or less coincidentally by Drs.
Ralph S. Muckenfuss and L. T. Webster. \lthough sick horses received little
notice during this epidemic, some of the investigators, including Maj. (later
Brig. Gen.) James S. Simmons, MC, thought that St. Louis encephalitis
might be related to one of the equine encephalitides and attempted to infect
horses with the St. Louis virus. The assumption was correct, and the failure
to substantiate it experimentally at that time might have been due to the fact
that the horses used were from the St. Louis area and they could well have
been immune to the disease.

It was also at about this time (1933-34) that U.S. investigators began
seriously to compare the St. Louis epidemic with the existing situation in
Japan where endemic encephalitis had appeared in parts of the home islands
almost every summer since 1871. In 1924, there had been a particularly bad
epidemic, and clinical studies had made it possible for the Japanese to distin-
cuish their diseases from epidemic encephalitis of the so-called A type (Von
Economo's disease). For this reason, Japanese epidemic encephalitis has
been termed type B encephalitis. The epidemic of 1924 had spread through
a wide area resulting in a heavy mortality among 6,000 reported cases.
During the period from 1924 to 1937, outbreaks occurred almost every summer
in Japan, resulting in a total of some 21.000 reported cases for that period
with the heaviest concentration of cases occurring in the region of the Inland
Sea. Similar recurrent appearances of summer or autumn encephalitis were
known to have been reported from the Ryukyu Islands, as well as from
Formosa, Manchuria, and the far eastern maritime districts of Soviet Russia.
Opinion in Japan was divided as to the means of spread, and by 1938, al-
though one group had suspected that it was mosquitoborne, the balance of
Japanese medical opinion held to the view that it was spread from the res-
piratory tract.

By 1938-389, relations beiwveen Japanese medical science and that of the
United States could hardly be described as close and shortly thereafter ceased
altogether. Consequently, the up-to-date story on current Jananese views as
to how their type of encephalitis was transmitted and just where this disease
could be expected to appear was not readily available to medical intelligence
officers during the war years.
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The next development in this story took place in the United States in
1938, with the appearance in Massachusetts, Rhode Island. and Connecticut
of a less extensive outbreak of acute encephalitis involving both man and
horses. 'The causative virus was identitied as eastern equine encephalomyelitis
virus, It also became apparent that here was a group of diseases that not
only infected both man and horses, but perhaps other animals. More or less
coincidentally, the discovery in 1937 of the spring-summer type of encepha-
litis in the forested. far eastern regions of the U.S.8.R. and the demonstration
that it was caused by a new virus which was tickborne. all indicated the exist-
ence of a large group of related agents extremely widespread geographically
and with a variegated group of insects (arthropods) as vectors and several
mammalian hosts. To this group were soon added other strains of virus from
South America (notably Venezuelan encephalitis), and subsequently several
from Africa.

Early in the 1940's, information about these diseases was accumulating
at a rather rapid rate. although much of it was still theory. Birds had been
found to be infected, which made the epidemiological picture still more com-
plicated. Eventually, the epidemiology of some of this group of diseases. as
they occurred in the United States, was worked out largely through the efforts
of Dr. William McD. Hammon at the University of California, San Francisco.
From his work, the concept gradually emerged that, in this country at least.
this group of infections. many of which were inapparent, was primarily one
of birds and that the severe infections in man, horses. and other animals were
what might be called casual, though spectacular, accidents. Apparently. the
avian infection could be very widespread numerically but was mild, causing
little more than a viremia in certain members of the avian family. It was
transmitted to various species of both birds and mammals usually through
the agency of Culex mosquitoes.

This then was the background in 1941 with regard to the “new” neuro-
tropic virus infections with which the U.S. Army might be confronted if it
shoulil engage in global combat. The threat was appreciable in that any mos-
quitoborne disease recalled the destructive effect which malaria, yellow fever.
or dengue had had upon troops in the field in the past. In addition. a num-
ber of potential theaters of war, such as Japan. Manchuria. and elsewhere.
were listed as endemic or epidemic areas and might possibly turn out to be
hotbeds of infection by one of the worst members of the group. Japanese B
encephalitis. These potentialities were further emphusized by an epidemic of
western equine encephalomyelitis which swept over a large section of Western
Canada and many areas in the Western United States. including the Dakotas,
Montana, and Colorado in the summer of 1941. Thousands of civilian cases
occurred, although the number of U.S. Army personnel involved in this epi-
demic was insignificant. However. in Canada where it was estimated that
there were move than 5,000 cases. mostly in Saskatchewan and Manitoba. the
epidemic had also involved certain training areas where Canadian troops were
stationed. and during the summer of 1941, a number of cases occurred in the
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Canadian Army.2 It hardly could be questioned in the autumn of 1941 that
here was a new disease of potential military importance to U.S. troops.

Diagnosis.—It is important to mention here that not only in 1917-18 but
in the subsequent 25 years the clinical diagnosis of encephalitis proved to be
a loose one indeed, covering a number of different entities. In another vol-
ume in the history of the Medical Department in World War II, Sabin
states: 3

Clinical records from civilian as well as military medical practice indicate that the
diagnosis of encephalitis is commonly made whenever clinical manifestations suggestive
of cerebral disturbance (ranging from mild lethargy to coma, from slight delirium to
complete disorientation, from restlessness to convulsions) are associated with an other-
wise undiagnosable febrile illness. The diagnosis is not infrequently made when the syn-
drome of aseptic meningitis is associated with what may be interpreted as lethargy or
unusual restlessness. It is made not only when the cerebral distmbance is associated

with pleocytosis, but also in its absence, and indeed not infrequently when toxic enceph-
alopathy is associated with certain bacterial infections.

In the period 194146, and subsequently, the exact method of making a
diagnosis of this group of virus diseases was by immunological and virologi-
cal tests. Some of these became available during and immediately prior to
World War II. However, the utilization of these tests, which included neu-
tralization or complement fixation tests on matched specimens of sera. was
more or less in its infancy and hardly more than half a dozen laboratories in
the United States capable of carrying them out.*

Experience During World War 11

Most, although not all, of the apprehension about arthropodborne virus
encephalitides proved to be unnecessary, for when the Second World War was
over the incidence of these infections in military personnel turned out to be
small. There were no large wartime epidemics in the United States involving
the civilian population compared to those at St. Louis in 1933 and in the
Northwest in 1941.

The final experience in World War II with these diseases both as to
number of recognized cases, incidence rates, and deaths ascribed to encepha-
litis is listed in tables 10 and 11. Tt is clear that the figures suffer somewhat
from the inaccuracies of diagnoses which are apt to beset all figures on the
incidence of the encephalitides, infectious or otherwise. As just mentioned,
Sabin has pointed out that the clinical diagnosis of any kind of encephalitis

2 Report. Commission on Nenrotropic Virus Diseases, Board for the Investigation and Control of
Influenza and Other Epidemic Diseases in the Army, 1 Dec. 1941-1 May 1942,

3 Sabin, Albert B.: Encephalitir. In Medical Department, United States Army. Preventive Medi-
cine in World War 1I. Volume VII. Communicable Diseases : Arthropodborne Diseases Other Than
Malaria. {In preparation.]

4 Better known laboratories readily available to the Medical Department of the U.S. Army for the
diagnostic purpose of these diseases, in 1941-45, included that of the Army Medical School, Washing-
ton, D.C., the G. W. Hooper Foundation of the University of California in San Francisco, the Rocke-
feller Institute for Medical Research in New York City (both of which facilities were made available
through the Commission on Neurotropic Virus Diseases of the Army Epidemiological Board), and a
few other laboratories, also connected with the Army through that Board.
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without the assistance of serological tests is notoriously difficult. In view of the
fact that such immunological tests were not available in many of the cases
occurring in military personnel during wartime, the data in tables 10 and 11
must be regarded as being approximate rather than definitive. It should be
noted, however, that the rates for infectious encephalitis were higher in 1944
and 1945 in the Pacific than in Europe. This is what should have been ex-
pected because, except for the presence of tickborne Russian spring-summer
encephalitis in Czechoslovakia and in eastern Austria, the arthropodborne
encephalitides as they are now known to occur in man are almost entirely
absent from Kurope.

TaBLe 10..—Admissions for encephalitis in the U.S. Army, by diagnosis, selected area, and
year, 1942-45

[Preliminary data based on sample tabulations of individual medical records]
[Rate expressed as number of admissions per annum per 1,000 average strength)

1942-45 1942 1943 1944 1945
Diagnosis and area

Number | Rate |[Number | Rate | Number | Rate |[Number | Rate [Number| Rate

Infectious encephalitis: 1

Continental United States...____... 187 { 0.01 44 | 0.02 65 | 0.01 43 | 0.01 351 0.01
Overseas:
Europe... .. (72)} 0.02 (1} 0.01 (6)| 0.02 (20)) 0.01 45)] 0.02
Pacific. . oo (107)| .03 (| .00 5)| .01 (41)| .04 60)| .04
Total OVerseaS..ooeceaeceoaconnnas 247 | 0.02 41001 14 | 0.01 94 | C.02 135 | 0.03
Total ATINY . . aeamaaaean. 434 | 0.02 48] 0.01 79| 0.01 137 | 0.02 170 | 0.02
Postvaccinal encephalitis: 3
Continental United States....__.._. ® ®) ® ® ®) ® 1000 |...___._ 0.00
Overseas:
Europe..... ... ® ® O] ®) ® ® feeeeoa- 0 ... 0.00
Pacifie. ... @) O ® ®) @) ® ©)| .01 5;, .00
Total overseas_...___......_..... ® ® ®) ®) ® ® 6| 0.00 10| 0.00
Total ATy .o iiaeas ) ® (O] ® ®) ®) 7(0.00 10 | 0.00
Encephalitis, other and undeter-
mined: ¢
Continental United States....._.._.__ 953 | 0.06 272 | 0.10 355 | 0.07 2:110.05 115 0.04
Overseas:
BUrope. ..o (89)} 0.02 o1 (10)[ 0.04 (20){ 0.01 (50)| 0.02
Pacifle. ... (138)[ .04 M} .03 (7| .04 19| .02 95| .07
Totaloverseas.......__.._....._. 394 | 0.04 26 | 0.04 101 | 0.06 97 | 0.03 170 | 0.04
Total Army ... ... ... .. 1,347 | 0.05 208 | 0.09 456 | 0.07 308 | 0.04 2851 0.04

1 Includes infectious encephalomyelitis and Japanese B type encephalitis as well as other types of infectious enceph-
alitis. Excludes lymphocytic choriomeningitis.

? Includes postvaccinal encephalomyelitis.

3 Data are not available.

¢ Includes encephalomyclitis, other and undetermined. Excludes lymphocytic chor’omeningitis.

Note.—Figures in parentheses are subtotals.
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TABLE 1 1.—Deaths due to encephalilis in the U.S. Army, by diagnaesis, selected area of admis-
sion, and year of death, 1942-45

[Preliminary data based on tabulations of individual medical records])
[Rate expressed as number of deathx per annum per 100,000 average strength]

194245 | 1042 1943 1944 1945
Diagnosis and area L —
: i
Number | Rute i Number | Rate |Number : Rate |[Number | Rate | Number | Rate
} '
Infectious encephalitis: !
Continental United States....__._.. 91 0.06 21 0.08 2{0.04 31 0.08 2| 0.07
Overseas:
Burope.. ... ... 410,09 |...__.._. [ N . 1] (1)} 0.06 3) 0.13
Pacifie .. ... . .. ... [€)] | 1) 2 I, [1 N PN 0 2 .2 (1) .07
Tota! averseas.. .. ............. 12011 11017 (.. ... . 0 6016 51 0.11
Total AFMY.cneeemomeeemeeeeo 21 | 0.08 3lo.0 2]0.03 | 9{012 7| 0.00
Postvaccinal encephalitis: 3
Total Armyv___.._ ... ®) ) ®) ) ) [C) I S [ PO, 0
Encephalitis, other and undetermined: 4
Continental United States.__.._.... 57 | 0.39 700.26 20 {0.39 23| 0.58 7! 0.24
Overseas:
Europe ... o aiiaael (15)1 0.34 {......__. 0 1)} 0.37 (4)] 0.2¢4 10)] 0.42
Pacific....ooooooa . 19| .61 2)} .90 | .21 3 .31 13)| .92
Total overseas ... ....c_.c.-. 55 | 0.51 203 111065 151 0.39 2! 0.58
Total ATy eee oo aaaen 112 | 0.44 9028 311 0.45 38 ) 0.49 M| 045

! Includes infectious encephalomyelitis and Japanese B type encephalitis as well as other types of infectious enceph-
alitis. Excludes lymphocytic choriomeningitis.

3 Includes postvaccinal encephalomyelitis,

! Data are not available,

4+ Includes encephalomyelitis, other and undetermined.  Excludes lymphocytic choriomeningitis.

NoTte.—Figures in parentheses are subtotals.

No sizable epidemic due to one of the known encephalitic viruses was
ever recorded in U.S. Forces stationed within the United States during the
period 1942-45. However, a possible outbreak, of which the agent was never
identified, occurred during the summer of 1941, when 12 mild cases of en-
cephalitis developed in a force of unknown size maneuvering near Sabinal,
Tex.®> Sporadic cases of proved arthropodborne virus encephalitides occurred
in western training areas during 194245, but the incidence never reached
anything comparable to that experienced by the Canadian troops in Manitoba
in 1941. Clinical descriptions of these sporadic cases in U.S. troops appar-
ently did not differ from the usual textbook descriptions, and no unusual find-
ings are known to the author.

Outside the confines of the United States, a single case due to one of the
exotic South American types of the neurotropic viruses was recorded of a

5 Woodland, J. C., and Smith, E. M.: Acute Encephalitis; Mild Epidemic Observed at Station
Hospital, Fort Sam Houston, Texas. J.A.M.A. 120: 358-361, 3 Oct. 1942,
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U.S. Navy seaman in Trinidad in 1943. It proved to be due to the virus of
Venezuelan equine encephalitis.®

By far the most important group of cases, however, which occurred
during the Second World War took place in an oversea theater. This was the
small but important outbreak identified as Japanese B encephalitis which
involved both natives and troops on the island of Okinawa in the summer
of 1945.

In the spring of 1945 and at the time of the occupation of islands north
and northwest of Guam, the Medical Department recognized that U.S. troops
were entering territory where Japanese B encephalitis might be endemic. For
this reason, knowledge of the disease was summarized for use by medical
officers in War Department Technical Bulletin (TB MED) 181, July 1945.
Japanese B encephalitis had been previously reported as recurring not only
in Japan proper but in the Ryukyu Islands, Formosa, Korea, eastern China,
in certain of the far eastern maritime districts of the U.S.S.R., and in Man-
churia. However, it was uncertain whether the Japanese B virus was the
sole etiological agent of encephalitis within all these areas.

The epidemic occurred during a combat period on the island of Okinawa
and has been well described by Sabin,” so that his account need not be re-
peated here. It may suffice to say that the occupation of Okinawa, repre-
senting, as it did, a very strategic area, had been achieved in April 1945, and
during the entire spring and early summer months, fighting continued spo-
radically on the island. Encephalitis first appeared among the native popu-
lation early in July. The first native patients with severe encephalitis ob-
served by American medical officers in the Ryukyus were seen by Lt. L. M.
Miller, MC, USNR (of the local military government) on 8 July 1945 on
Heanza Shima, a small island about 2 miles east of Okinawa. During the
following 3 months, 127 patients were seen by military government medical
facilities on the two islands; 66 of the 91 patients found on Okinawa were
admitted to the isolation hospital for observation and treatment. The etio-
logical agent of the disease was first established by the results of complement
fixation and neutralization tests and by recovery of the virus from a fatal case.

Two groups of workers participated in these identifications. The civilian
cases were first identified by Hodes, Thomas, and Peck,? of the Naval Medical
Research Unit No. 2, then established on the island of Guam, and subsequently,
military cases were identified by Lt. Col. Albert B. Sabin, MC,” member of
the Commission on Neurotropic Virus Diseases, Army Epidemiological Board.
This achievement by American medical officers in recognizing clinically and,

6 Randall, R., and Mills, J. W.: Fatal Encephalitis in Man Due To Venezuelan Virus of Equine
Encephalomyelitis in Trinidad. Science 99: 225-226, 17 Mar. 1944.

7 (1) Sabin, A. B.: Epidemic Encephalitis in Military Personnel ; Isolation of Japanese B Virus
on Okinawa in 1945; Serologic Diagnosis, Clinical Manifestations, Epidemiologic Aspects and Use of
Mouse Brain Vaccine, J.AM.A. 133: 281-293, 1 Feb. 1947, (2) See footnote 3, p. 83.

8 Hodes, H. L., Thomas, L., and Peck, J. L..: Cause of an Outbreak of Encephalitis Established by
Means of Complement-Fixation Tests. Proc. Soc. Exper. Blol. & Med. 60: 220-225, November 1945,

8 Sabin, A. B.: Outbreak of Encephalitis on Okinawa in 1945 : Preliminary Report on Status as
of August 27, 1945, J. Mil. Med. in Pacific 1: 79-84, November 1945.
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subsequently, in identifying the etiology of Japanese I3 encephalitis was ac-
complished under arduous combat conditions and was indeed a noteworthy
event, both in military medicine and in the history of this disease in general.
At the time the disease was discovered, the island was the most important
advanced base in the Pacific area. Large forces of U.S. troops were already
assembled for the projected invasion of the home islands of Japan scheduled
for the autumn., It was reasonable to assume that these troops were and
would be susceptible to neurotropic virus disease to which they had never
been previously exposed, and the danger of an epidemic was therefore a mat-
ter of great concern to the Medical Departments of the Army and the Navy.
The news of the epidemic of “a dread Japanese brain disease” on Okinawa
had also spread among the troops with demoralizing effect.

It is hard today to appreciate the difficulties which confronted medical
officers at that time, but the story of these difficulties has been well documented
by Lt. Col. William D. Tigertt, MC, and Dr. Hammon.!® They pointed out
that in 1945, available information about the presence of the disease on Oki-
nawa was meager. Although Japanese B encephalitis had been stated to
occur on Okinawa, the figures were difficult to assess since cases of epidemic
cerebrospinal meningitis, encephalitis lethargica, and malaria with cerebral
symptoms were also reported, usually with the diagnosis made on clinical
grounds. Furthermore, relatively few Japanese physicians had practiced on
the island of Okinawa before World War II. and public health reports were
fragmentary and incomplete there. Only later did it become known that
Iimura had reported 68 cases of Japanese B encephalitis on Okinawa in 1933
(cited by Tigertt and Hammon) and that, in 1937, Takagi and others (cited
by Tigertt and Hammon) had shown that most of the human sera collected
on Okinawa contained neutralizing antibodies.

Mosher ! has described how the situation was handled on Okinawa in
July and August 1945. The investigation of encephalitis was assigned to the
Military Government Research Center, and on 18 July 1945, an isolation hos-
pital for the study of the disease was opened at GGimbaru. By direction of
the commandant of the U.S. Military Government, all native patients with
cerebrospinal symptoms suggestive of encephalitis were referred to the re-
search center from all parts of the island by field dispensaries, hospitals, and
other medical units established to care for the natives. Dispensary personnel
were instructed in the recognition of the disease, and in some areas native police
assisted in finding the sick. A visiting nurse program was instituted by some
of the dispensaries. While these nurses were largely untrained volunteers,
they facilitated in some degree in case finding and in referral of cases to the
hospitals. Between early July and October, a total of 91 natives of Okinawa

10 Tigertt, W. D., and Hammon, W. McD.: Japanese B Encephalitis: A Complete Review of
Experience on Okinawa, 1045-1949. Am. J. Trop. Med. 30: 689-722, September 1950,

11 Mosher, W. E,, Jr.: Japanese ‘“B” Encephalitis ; Epidemiological Report of the 1943 Outbreak
on Okinawa. U.S. Nav. M. Bull. 47: 586-593, July-August 1947.
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were diagnosed as having encephalitis, the morbidity being 2.8 per 10,000,
as compared with 44.7 for the Heanza-Hamahika Islands.

Among U.S, military personnel, between July and mid-September, 38
military patients exhibited a variety of clinical manifestations and were inves-
tigated by serological methods for the diagnosis of Japanese B encephalitis.
Of these, only 11 yielded unequivocal evidence of the specific infection. Two
of the eleven died, and autopsy revealed cerebral lesions compatible with the
diagnosis of viral encephalitis. It is highly probable that more than 11 cases
occurred.

In a report of the outbreak by Iewis and his associates,'* which repre-
sents perhaps the first extensive clinical description of Japanese encephalitis
made by U.S. physicians, the symptomatology of the disease was described
as it occurred among OQkinawan natives. The clinical features of the cases
i U.S. military personnel, as observed both on Okinawa and subsequently
in Korea, have been well documented in War Department Technical Bulletin
(TB MED) 181 on Japanese B3 encephalitis, issued on 6 April 1947.

Although the clinical features of Japanese I3 encephalitis do not seem
to differ materially from those of St. Louis encephalitis and western equine
encephalomyelitis, which were already in 1945 well described in U.S. text-
books of medicine, it may be worthwhile to mention something here of the
clinical picture of Japanese encephalitis as it appeared on Okinawa. Most
important for diagnostic purposes was the appearance of the following
signs during the course of an acute febrile illness: Mental confusion. dis-
orientation, purposeless movements. speech disturbances. and complete apha-
sia. Varying degrees of lethargy might be present ranging from abnormal
somnolence to complete coma in patients who also exhibited high fever
and nuchal and spinal rigidity. As a rule, there was a period of 2 or 3
days before the appearance of any signs suggesting involvement of the
nervous system. During this time, headache and low-grade fever were the
only symptoms. Generalized convulsions of the grand mal or petit mal type
were occasionally the first signs of involvement of the nervous system, with
stiffness of the neck and back. and other signs already mentioned, coming
later. Flaccid paralysis, suggesting involvement of large numbers of lower
motor neurons in the spinal cord or medulla, was not seen. Localized spastic
paralysis was seen only once among 15 patients, although generalized rigidity
was present in the more severe cases. Dissociated eye movements were seen
in only one patient. and diplopia did not occur. Pupils were usually con-
tracted and reacted poorly to light: a sticky exudate was not infrequently
seen about the eves. The reflexes were variable and by themselves of little
aid in differential diagnosis. The abdominal reflexes were usually absent
while the tendon reflexes were most exaggerated: only occasionally did they
become diminished or absent. Babinski's sign was rarely elicited.
—_l?mrl.. Taylor, H. G., Sorem, M. B., Norcross, J. W., and Kindsvatter, V. H.: Japanese B

Encephalitis ; Clinical Observations in an Outbreak on Okinawa-shima. Arch. Neurol. & Psychiat. 57 :
430-463, April 1947,
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As a rule, the fever lasted from 7 to 11 days. It was high after the
appearance of nervous signs and frequently remittent, although it is un-
certain to what extent the administration of antipyretics may have affected
the temperature curve. .\ relative bradycardia was invariably present dur-
ing the febrile phase with a pulse rate of about 50 to 60 being common after
defervescence. In fatal cases, death due to encephalitis occurred within the
first 2 weeks and, as a rule, during the first 7 days after onset.

Convalescence was slow. ILethargy and incoordination, tremors and
nervousness, and oceasionally distinet personality changes persisted for some
weeks after defervescence. Subsequently, it became apparent from observa-
tions by Japanese physicians and by neurological consultants from the
United States that residual symptoms from this disease were noted in only
a small percentage of patients.!> These did not grow progressively worse
as in the sequelae in encephalitis lethargica.

As to laboratory findings in the blood and spinal fluid, during the acute
phase of the disease, the white blood cells in the former were likely to be
increased in the range of 10,000 to 25.000 cells per cubic millimeter of blood,
with a definite increase in the number of mature and immature neutrophiles.
Cerebrospinal fluid was clear, under normal or occasionally increased pres-
sure. and pleocytosis, ranging from 22 to 1,450 white blood cells, was present
in all of the military patients whose illness was definitely proved to be due
to this infection. The cells were. as a rule, predominantly mononuclear,
although in at least two of the group polymorphonuclear leukocytes pre-
dominated: spinal fluid sugar and chloride were in the normal range. Pro-
tein was normal or only slightly increased early in the disease, while during
convalescence a 3 or 4 plus Pandy reaction was not uncommon.

In American military personnel, poliomyelitis and “aseptic meningitis™ 4
offered the greatest problems of clinical differential diagnosis. Among the
children and natives of older age groups, tuberculous meningitis proved to
be another important differential diagnostic consideration. Of aid in the
diagnosis was the use of neutralization and complement fixation tests and
virus isolation from fatal cases. It was fortunate indeed that, during the

13 During World War II, and when this disease was first encountered, a subject of zreat interest
was whether the military cases of Japanese B encephalitis would result in any residual deficlencies
in nervous function after the acute stage of the (disease had been passed successfully., This was a
matter which should call for preferably long-term followup observations. One postwar study which
can be mentioned is embodied in a report to the Surgeon General's Office by Dr. Charles D. Aring.
Professor of Neurology, University of Cincinnati, Ohio, made under the auspices of the Army Epidemio-
logical Board in 1948 (published in Arch. Neurol. & Psychiat. 62: 759-765, December 1949). Dr.
Aring examined 19 late cases of Japanese B encephalitis in Americans at the 361st Station Hospital
in Tokyo, as well as 12 late cases among Japanese. In only 1 American out of a total of 19 did he
feel that it was possible that the patient was suffering from residua, and even in this case it seemed
probable that the signs were attributable to an emotional disorder apart from his recent acute disense.
It was Dr. Aring's opinion that once the “dangerous period” had been passed without the appearance
of crippling neurological signs, the patient would go on to good recovery, with the possible exception
of the development of parkinsonism, which had been reported in Japanese cases as an oecasional
occurrence.

14 Several years later, it was shown that leptospirosis was the cause of at least one outhreak of
“aseptic meningitis’”’ in troops on the island of Okinawa.
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combat conditions on Okinawa in the summer of 1945, not only were labora-
tory facilities made available for the carrying out of these tasks but that
personnel were also available to do the tests and to interpret them. This
is a type of frontline scientific medicine which deserves special mention in
any military history.

Medical officers were aware that there was no specific treatment for
Japanese B encephalitis, but the following supportive measures were car-
ried out. During the period of coma, nutrition was maintained by gavage
or by the parenteral administration of fluids and the use of vitamin supple-
ments. As depletion of body protein was sometimes extreme, plasma or
amino acids were given.

Other special and general methods were used as a means of preventing
decubitus ulceration. The careful use of sedatives during periods of rest-
lessness and irritability, with frequent changes of posture of comatose pa-
tients, tracheal aspiration, catheterization when indicated, and similar routine
procedures constituted almost all the therapeutic measures.

The treatment of complications with chemotherapeutic agents was
regarded as of pararount importance, particularly with reference to pneu-
monia.

The pathology of Japanese B encephalitis was also described on the
basis of material studied from the Okinawan epidemic. An excellent report
was made by Lt. Comdr. H. M. Zimmerman, MC, USNR, from the Naval
Medical Research Unit No. 2'3 and, with the help of the Army Institute of
Pathology (now the Armed Forces Institute of Pathology), Washington.
D.C., another report was made by Haymaker and Sabin.’® Involvement of
the brain proved to be very extensive.

For preventive measures, the reader is referred to Sabin’s chapter on
encephalitis in another volume in the history of the Medical Department
in World War I1.Y7 It is enough to say here that the use of mosquito control
and a mouse-brain formalin (inactivated) vaccine were tried on Okinawa.

In summary, therefore, and in retrospect, it would appear that during
World War II after considerable preparation with regard to the arthropod-
borne virus encephalitides this group of diseases turned out to be less of a
threat as a military disease than had been anticipated, but in this respect
there was feeling that the Armed Forces had been lucky. In any event,
considerable was learned about arthropodborne virus encephalitides which
constituted a group of what might be called new diseases as far as the Medi-
cal Departments of either the Army or the Navy were concerned. The first
contact by American troops with a most important member of this group.
namely, Japanese B encephalitis, became a landmark of some prominence

15 Zimmerman, H. M.: The Pathology of Japanese B Encephalitis. Am. J. Path. 22: 963-991,
September 1946.

18 Haymaker, W., and Sabin, A, B.: The Topographic Distribution of Lexions in Central Nervous
System in Japanese B Encephalitis ; Nature of the Lesions, With Report of a Case on Okinawa. Arch.
Neurol. & Psychiat. 57: 673-692, June 1947,

17 See footnote 3, p. 83.
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in the military history of virus diseases. That the disease should have been
promptly recognized, and the agent isolated by medical officers from the
Army and the Navy working close to the combat areas, was a noteworthy
achievement. Subsequent to World War II, important additions were made
to knowledge about this disease, as a result of experiences in the army of
occupation in Japan,'® but the introduction to this story came in July and
August of 1945 on the island of Okinawa.

POLIOMYELITIS

Just prior to the onset of World War II, it was generally agreed by
medical officers in the Army that poliomyelitis was not a disease of military
significance. This was based on the very low incidence of poliomyelitis in
U.S. Army forces during and in the years immediately following World
War I. It seemed justifiable to continue to regard this disease essentially,
if not exclusively, as a disease of early childhood and not, to any appreciable
degree, as a disease of men of military age.

By 1945, however, it was abundantly clear that this opinion needed
revision, for although the number of cases of poliomyelitis which had oc-
curred in the Army during World War II was not very great (in the
neighborhood of about 1,000 covering the 4 war years), the disease had
been responsible for many problems. The degree of crippling was high;
the percentage of bulbar cases was high; the mortality was high; and the
element of panic which poliomyelitis caused, either in outbreaks or in single
cases within military units, had proved to be appreciable. Not only had
this been so within the confines of the United States but, with the exception
of the European Theater of Operations, U.S. Army, the incidence of polio-
myelitis had been considerably greater in troops abroad than at home
(p- 99).

The statistics with regard to the prevalence of poliomyelitis in U.S.
Army personnel preceding and during World War II have been admirably

18 It will not be within the scope of this chapter to discuss postwar outbreaks of arthropodborne
virus encephalitis or the experience with this disease by troops occupying Japan during the 2 years
immediately following 1945. Three cases did occur in U.S. troops in Korea in 1946, one of them fatal.
These occurred among 1,500 Americans stationed in an isolated camp near Kunsan (Sabin, A. B,
Schlesinger, R. W., Ginder, D. R.. and Matumoto, M. : Japanese B Encephalitis in American Soldiers
in Korea. Am. J. Hyg. 46: 356-375, November 1947). No cases of encephalitis were found in the
native population coincidentally. Subsequently (1946-35), Korea has experienced at least two large
outbreaks of Japanese B encephalitis.

Also during the summer of 1946, an outbreak of illness among U.S. Marines stationed in Tientsin,
China, which at first was thought to be encephalitis and later regarded as poliomyelitis, led to certain
investigations by Sabin and his coworkers (Proc. Soc. Exper. Blol. & Med. 65: 183-187, June 1947)
which revealed that extensive previous inapparent infection with Japanese B encephalitis virus existed
among the populations of Shanghai and Tientsin, where no epidemics of encephalitis had been observed.
The survey method employed by Sabin was one which had been followed by Japanese in Japan and
elsewhere, for some years: namely, by determining the presence or absence of neutralizing antibodies
for the virus of Japanese B encephalitis in large numbers of sera collected from various age groups
of the local population living in vartous locations. It was, however, one of the first of many subsequent
examples of the use of the serological antibody survey by U.S. investigators as a means of outlining
the geographic distribution of epidemic encephalitis in what might be called unknown territory.
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CHART 2.—Seasonual incidence of poliomyelitis in the Army in the continental United States
compared with contemporancous civilian rates during the second half of each year,

1943-46
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reviewed by Sabin in another volume in the history of the Medical Depart-
ment in World War IL1.1 The attempt will not be made, therefore, to dupli-
cate Sabin’s figures to which the reader may be referred. There are, how-
ever, certain epidemiological points which deserve mention even at the
expense of reiteration because they represent new information about this
disease acquired as a result of military experience. Primarily, it became
apparent during the years 194145 that men of military age, born and
brought up in the United States during the 1920’s and 1930’s, were more
susceptible to poliomyelitis than their fathers had been in 1917-18. This
was unexpected. The military rates for 1943-46 within the United States

19 Sabin, Albert B.: DPoliomyelitis. In Medical Department, United States Army. Preventive
Medicine in World War II. Volume V. Communicable Diseases Transmitted Through Contact or By
Unknown Means. Washington: U.S. Goverunimneni Printing Office, 1960, pp. 367-400.
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are shown in chart 2. In comparing the curves recording Army and civilian
incidence, respectively, in chart 2, one should recall that the civilian popula-
tion contains a much higher percentage of susceptibles (children) than does
the military population In terms of actual rates, the average civilian over-
all annual rate for poliomyelitis per 100,000 in the United States for 194047
was about 10. This includes all ages, all months of the year, and both para-
Letie and nonparalytic cases. It can be compared with the annual rate for
<. Army troops in the United States for the period 194047, which was
it 3 per 100,000,
Another point that came out of the military experience was that in 1941
aere was little appreciation that poliomyelitis could be a tropical disease
of any importance, or that it amounted to much in subtropical areas. Local
civilian public health statistics within the great majority of tropical areas
had for years reported a dearth of epidemics and a very low incidence of
poliomyelitis in the native-born inhabitants.?® Therefore. it was naturally
thought that this disease should not be of particular danger to troops in
such areas. It was not long, however, before it became apparent that polio-
myelitis could exist in poorly sanitated tropical or subtropical areas as a
hidden disease, hitherto unsuspected. Later. by the copious use of hindsight,
one could surmise that this might have been predicted on the basis of prewar
experience with poliomyelitis in the Philippines. As early as 1936, Lt. Col.
(later Brig. Gen.) Charles C. Hillman. MC. had reported an interesting
observation, which was to be repeated frequently during World War II.
In his account 2! of an outbreak of poliomyelitis which occurred in Manila,
Philippine Islands, in 1934, he described 17 patients with poliomyelitis who
were admitted to the Sternberg General Hospital in Manila; of these, 3
cases were in military personnel, the remaining 14 being in dependents.
Coincidentally. the number of cases in the local Philippine civilian popula-
tion was small, presumably represented by only uine cases. Colonel Hillman
commented on the fact that, considering the vast preponderance of natives
to American-born people in the community, there was indeed a striking dis-
crepancy between the poliomyelitis incidence rate in the civilian population
and that of the Americans. However, the extraordinary degree to which
the immunity of the young adults in the two populations might differ was
not appreciated at that time.

The idea should not be conveyed here that the Medical Department of
the 17.S. Army was indifferent at the beginning of World War II to the
threat of poliomyelitis as a possible problem in military medicine, for this
was not the case. During the summer of 1941, the Office of the Surgeon
General of the Army prepared a statement about poliomyelitis and recom-
mendations for its control in the Army. Again in 1943, at the request of

20 Since 1945, many epidemies of poliomyelitis have heen reported from tropical areas (Paul, J. R,,
Ramirez Corria, F., and Horstmann. D. M.: Analyges From a Tropical Epidemic of Poliomyelitis Which
Occurred in Florida and Cuba in 1946. Am. J. Trop. Med. 29: 543-554, July 1949).

21 Hillman, C. C.: Poliomyelitis in the Philippine Islands. Mil. Surgeon 70: 48-58, July 1936.
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The Surgeon General of the Army, the Division of Medical Sciences of the
National Research Council sponsored a discussion by outstanding authorities
in the field of poliomyelitis, which again resulted in a number of recom-
mendations used by military officers. These recommendations are recorded
by Sabin in another volume in the history of the Medical Department in
World War II.22

Perhaps the first theater in which this disease became an appreciable
problem was that of the U.S. Army Forces in the Middle East in 1943. Ob-
servations regarding the seriousness of poliomyelitis in British troops within
the area during 194142 had already been made in 1943.22 The situation was
later reviewed by Caughey and Porteous in a postwar report of their experi-
ences which includes a description of an epidemic of poliomyelitis which had
occurred in 194041 in New Zealand troops stationed in Egypt2* Similar
British observations were recorded in India with comments on the fact that
poliomyelitis was particularly severe in foreign troops in India, whereas at
the same time it seemed to be both uncommon and not severe in the natives
there.

This early British experience in the Middle East was later shared by
U.S. troops in North Africa, Egypt, and the Middle East generally during
the summer of 1943. This joint experience has been described ?* with par-
ticular reference to the high rate and high fatality of poliomyelitis in U.S.
troops in contrast to its apparent rarity in the native adult Egyptians.
Comment was also made on the absence of epidemics of poliomyelitis in the
local native population and the fact that the only examples of the disease
which did appear in the local population were in infants.

There was considerable difficulty with the diagnosis of poliomyelitis in
U.S. troops stationed in this area during the summer of 1943. Medical offi-
cers had not been prepared for this disease and were very loath to accept
suspicious cases as poliomyelitis. This may be understandable in that, at
least at that period, the clinical picture of poliomyelitis in adults had re-
ceived scanty treatment in American textbooks of medicine. At the 38th
General Hospital near Cairo, Egypt, this author. in consultation, saw at
least a dozen cases of poliomyelitis, several of which were fatal. In the
majority of patients, the disease was characterized by insidious onset with
2 or 3 days of malaise, relatively little fever, but severe pain in the back.
This is in some contrast to the textbook picture seen in children with an
acute onset with fever and usually a biphasic course. Fortunately, at the
38th General Hospital, a virus laboratory had been established in the sum-

22 See footnote 19, p. 92,

23 Van Rooyen, C. E,, and Morgan, A. D.: Poliomyelitis; Experimental Work in Egypt. Edin-
burgh M.J. 50: 705-720, December 1943.

24 Caughey, J. E., and Porteous, W, M.: An Epidemic of Poliomyelitis Occurring Among Troops
in the Middle East. M.J. Australia 1: 5-10, 5 Jan. 1946.

25 Paul, J. R., Havens, W, P, Jr., and Van Rooyen, C. E.: Poliomyelitis in British and American
Troops in the Middle East; Isolation of the Virus from Human Faeces. Brit. M.J. 1: 841-843,
24 June 1944.
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mer of 1943. Monkeys were obtained locally and from Eritrea, where they
had been trapped by members of the Army Veterinary Service, and the iso-
lation of poliomyelitis virus by monkey inoculation with material from a
number of these cases during the summer of 1943 supported the diagnosis.?

In the care of these patients, there is little to record other than the fact
that here, as elsewhere in areas remote from the United States, tank res-
pirators and other respiratory aids were seldom available. As a result, polio-
myelitis patients who developed severe respiratory paralysis promptly died.

From the epidemiological standpoint, it was here in the Middle East
that the idea first emerged that the phenomena which had been observed by
Hillman in the Philippines in 1934 was one which could be repeated in a
number of different areas. particularly in cities located in the tropics where
sanitation was primitive. In other words, among the native-born infants
and young children in these areas, poliomyelitis was apt to be endemic with
an exposure rate so high that the infection was almost universally acquired
by natives in infancy and was almost universally unrecognized. Conse-
quently, by the time the native child had reached the age of 2 or 3 years,
he had had the disease (rarely in either paralytic or nonparalytic form), but
commonly in inapparent form and had thus acquired some immunity. This
immunity rate among the adult natives was high as opposed to the visiting
troops from northern Europe, the United States, Canada, Australia, and
New Zealand whose exposure to poliomyelitis at home had not been so heavy
during infancy. When these troops entered these areas, poliomyelitis came
to the surface, as it were, because of heavy exposure of a moderately sus-
ceptible population coming into an infectious environment. As a result, not
only were appreciable numbers of cases of poliomyelitis acquired by the
susceptible members of the “immigrant” troops, but small epidemics in U.S.
troops were precipitated now and again of which notable examples appeared
in 1944 and 1945 in the Philippines.

It would also appear that the same unsanitary conditions and proximity
to native populations, which gave rise to high attack rates of bacillary dysen-
tery and infectious hepatitis, were also associatetl with an increased incidence
of poliomyelitis. Thus, poliomyelitis and these other diseases did not often
occur among the troops in various primitive, tropical or subtropical, regions
where the military installations were ‘“beyond the range and influence of
native villages.” But where, as became particularly evident in the South-
west Pacific Area and in the Philippines, U.S. troops moved into the midst
of congested native villages and towns with sanitation of the worst possible
order, poliomyelitis appeared in unexpectedly high numbers of cases, along
with the other infections whose etiological agents were known to occur pre-
dominantly in human feces.

26 Report. Commission on Neurotropic Virus Diseases, Army Epidemiological Board, to Office of
the Surgeon General, U.S. Army, May 1944, subject: Report of the Middle East Expedition of the
Virus Commission.
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In the Philippine Islands, for instance, the story was typical. Prior
to the invasion of the islands in 1944, the attacking force had spent a month
on board ships without the appearance of a single case of poliomyelitis.
But shortly after the occupation of ILeyvte began in October 1944, cases
appeared, and this was followed by a relatively high incidence of the dis-
ease. \ccording to the statistical health report, 39 cases of poliomyelitis
occurred, during the months of November and December 1944, in a force
which varied from an initial strength of about 200,000 to a little over 300.000
at the end of the year. In the next year. there were 243 cases (for all of
1945) in a force with an average strength of around 600,000. Sabin states
that there is good reason to believe that this does not include all the cases.
Studies on the disease here were reported by the virus team of the 19th
Medical General Laboratory, Leyte.?” It was noted by them that there was
no uniform history of the increase of upper respiratory infections in units
involved, but several of the patients had had diarrhea or dysentery subse-
quent to arrival on Leyte. Nonparalytic cases were also recorded: several
of them caused considerable difficulty in diagnosis. Coincidentally, no evi-
dence of poliomyelitis appeared among the Filipinos so that in the Philip-
pine Islands poliomyelitis was considered to be a disease of white people.
In retrospect. the observations point to the fact that the local population
in Leyte was the hidden reservoir of the virus.

Another outbreak in the Southwest Pacific was investigated at Laoag
Army Air Base in 1945 by Lt. Col. Adam J. French, MC.?2® Twenty-two
cases occurred, most of them during the month of May, with at least eight
paralytic cases. Here again, it was not an isolated explosive outbreak but
rather a group of cases resulting from what seemed to be continuous ex-
posure to a reservoir of virus.

Apart from the incidence of poliomyelitis in various oversea theaters,
the incidence of poliomyelitis in troops in the continental United States was
appreciable (chart 2). As a rule, most of the cases were sporadic examples
of the disease which were not followed by outbreaks in the uaits in which
they appeared. However. there were several small, sharp. and moderately
serious epidemics in the United States during the period 1941—46. These
epidemics have been discussed with care by Sabin in another volume in the
history of the Medical Department in World War I1.2°

The first of these was an epidemic in San Antonio, Tex.. in December
194230 Although only 3 cases, 1 of them fatal, occurred in soldiers in the
vicinity of Fort Sam Houston. San Antonio, there were a number of cases

27 Report, 19th Medical Service Detachment (General Laboratory), to Chief Surgeon, Headquarters,
U.S. Army Services of Supply, Southwest Pacific Area, 28 Dee. 1944, subject: Poliomyelitis and Other
Virus Diseases in the Tacloban-Palo-Dulag area of Leyte.

28 Letter. Lt. Col. A. J. French, MC, to Chief Surgeon, U.8, Army Forces, Western Pacifie, 23 June
1945, subject: Investigation of Poliomyelitis Outbreak at Laoag Army Air Base.

29 See footnote 19, p. 92,

30 Paul, J. R.: Preliminary Report on the Poliomyelitis Epidemie in San Antonio, Tex.. September-
December 1942, [Official record.)
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among the families of officers and men stationed in that area, 11 of which
were admitted to the Brooke General Hospital at Fort Sam Houston. This
outbreak caused considerable concern locally and served as an illustration
of the manner in which poliomyelitis can indirectly become a morale problem
when it suddenly appears in the families of military personnel living on a
large military post in this country.

.\ second outbreak, which was well described, occurred in a training unit
designated as the STAR (Specialized Training and Reassignment) unit at
Pasadena College, Pasadena. Calif. The STAR unit consisted of approxi-
mately 800 men among whom an explosive epidemic occurred in mid-August
1943, just after 310 of the men had left for duty at Indiana University,
Bloomington, Ind. The first case, which ended fatally, occurred on the
train, and subsequently, there were 16 other cases compatible with the diag-
nosis of paralytic or nonparalytic poliomyelitis in the group which went to
Indiana. Among the men remaining at Pasadena College, there was only
one case.

Another epidemic occurred at Fort McClellan, Ala., in the spring of
1945, which was apparently the only example of an outbreak of poliomyelitis
in an isolated Army camp in the continental United States. Seventeen cases
of paralytic poliomyelitis occurred within a brief period of 2 months, yield-
ing a paralytic attack rate of approximately 0.57 per 1,000 men. All the
cases were in soldiers.

These last two small outbreaks which occurred in Army personnel in
the United States were both explosive localized types, suggesting primary
infection from a common source over a limited period of time.

The incidence of poliomyelitis among American troops in the European
theater was of the same order of magnitude as in the United States, except
that no outbreaks were recorded.

Diagnosis

During World War II, poliomyelitis proved to be a disease of some
significance within several theaters. This had heen more or less unsus-
pected by medical officers, some of whom went to considerable lengths to
determine whether the case of acute paralysis seen in North Africa, for
instance, in 1943, might be due to some cause other than poliovirus. One
of the reasons for the difficulties in making the diagnosis seemed to have
been that at that time, in the mid-1940’s, the average medical or pediatric
textbook description of acute policmyelitis described the picture of the
juvenile case characterized with initial signs and symptoms of acute fever
(often in two bouts), headache, vomiting, and stiff neck. Textbook descrip-
tions of adult cases were few, and there was little awareness that adult cases
could present a picture, quite different from the juvenile case, of insidious
onset, often with little fever in the first few days and often with severe
pain in the back. Consequently, it was with some reluctance that the diag-
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nosis of poliomyelitis was made by medical officers in areas where poliomye-
litis was said to be rare and where there was the possibility of the occurrence
of one or more unusual diseases of local origin which might simulate polio-
myelitis. This reluctance to diagnose poliomyelitis, because it was a disease
that was not supposed to occur in certain parts of the world and not sup-
posed to occur in soldiers, is understandable. By early 1944, cases of polio-
myelitis in military personnel were becoming more familiar in the Mediter-
ranean area, and the diagnostic problems were soon resolved.

Treatment

It would not be profitable tv review the various kinds of treatment which
patients with paralytic poliomyelitis received under widely differing circum-
stances in different theaters of war and in different kinds of hospitals. Dur-
ing and immediately following World War II, current ideas as to the
symptomatic and supportive therapy of poliomyelitis were undergoing certain
changes. The abandonment of the prolonged and rigid splinting of para-
lyzed limbs was taking place, and the tendency was more in favor of the use
of shell casts to protect the weakened or paralyzed limb rather than its fixa-
tion. Actually, the degree to which rigid splinting of paralyzed limbs during
acute phases of the disease was carried out must have differed consider’ 1y
in different places. Another innovation was just beginning to be uscd. This
was the application of moist heat to the limbs and body in the painful stages
of myelitis, the so-called Sister Kenny method, which also called for the
reeducation of muscles early in the postfebrile perind.

Considerable improvements were to be made in the decade folloving
World War II in the development of various mechanical breathing aids for
supporting patients whose life was threatened because of respiratory impair-
ment as a result of paralysis to the respiratory muscles. During World
War II, however, the main respiratory aid was the tank respirator, known
as the Drinker respirator. This was a large, heavy piece of apparatus, bulky
and difficult to transport. It was not standard equipment of many general
hospitals. Nevertheless, a number of these tank respirators were available
for hospitals in the United States, and occasionally, the emergency trans-
portation of a tank respirator to a distant area was achieved. In retrospect
and taking all things into account. it is not believed that loss of life due to
the failure of availability of respiratory aids was a serious situation.

Oversea patients with residual paralysis were eventually evacuated to
hospitals in the Zone of Interior where they could have orthopedic supervi-
sion and undergo a regimen of rehabilitation before discharge from the
Army. This latter phase represents a different but important chapter in the
handling of these cases.

In summary, therefore, it can be said that, before the close of World
War II, it had become apparent that, with the exception of northern Europe,




NEUROTROPIC VIRUS DISEASES 99

the rates of poliomyelitis for U.S. troops stationed abroad were higher than
in the United States, and in some instances far higher (chart 3). In this
chart, the rates are indicated at which poliomyelitis appeared in U.S. Army
troops, which were low in the United States and the European theater, were
higher in the Mediterranean, the Middle East, and China-Burma-India the-
aters, and higher still in the Philippine Islands.

CHART 3.—Incidence of poliomyelitis in the U.S. 1rmy, by selected arca and year, 1940-48
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Unexpectedly, therefore, this military experience has added a good deal
of knowledge to the epidemiology of poliomyelitis in general 3! but relatively
little to other aspects of this disease. This was because of the small number
of cases and the insufficient volume of clinical material.

LYMPHOCYTIC CHORIOMENINGITIS

The story of this disease in World War II has been presented by Ras-
mussen and Smadel in another volume in the history of the Medical Depart-
ment in World War I1.32 From their review, it appears that lymphocytic
choriomeningitis, which had been a popular diagnosis during the late 1930’s,

31 (1) Paul, J. R.: Poliomyelitis in Japan. Am. J. Hyg. 45: 206-218, March 1947. (2) Sabin,
A. B.: Epidemiology of Poliomyelitis; Problems at Home and Among Armed Forces Abroad. J.A.M.A,
134: 749-756, 28 June 1947.

332 Rasmussen, Aaron F., Jr., and Smadel, Joseph E.: Lymphocytic Choriomeningitis. In Medical
Department, United States Army. Preventive Medicine in World War II. Volume V. Communicable
Diseases Transmitted Through Contact . 3y Unknown Means. Washington: U.S. Government Print-
ing Office, 1960, pp. 363-3686.
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proved to be a much less common disease among U.S. military personnel
than had been originally suspected.

Garly in the war, this disease, which will be referred to here as LCM,
had been considered of sufficient importance to deserve detailed mention in
Circular Letters Nos. 107 and 74, 21 October 1941 and 19 March 1943, re-
spectively, pertaining to nearotropic virus diseases; later, these circulars were
followed by TB MED 212, 16 January 1946. In all of these summaries, it
was pointed out that exact diagnosis was desirable and that aids to the
clinical diagnosis of LCM were available in the form of complement fixation
tests, which could preferably be perfornied for diagnostic purposes on
matched samples of sera.

These directives reflect the fact that the clinical diagnosis of LLCM was
being made all too freely in the early 1940’s and that the term had become a
catchall to embrace the majority of cases of acute aseptic or lymphocytic
meningitis of undetermined etiology. This explains the report of admission
to Army hospitals of 758 cases of LLCM in which the diagnosis was based
on clinical criteria alone during the period. However, from the laboratory
studies, reported by Rasmussen and Smadel (in which only 31 of 276 sus-
pected cases were proved to be caused by I.CM), it appeared that only 1 in 10
of these 758 cases reported in the Army were actually caused by the virus
of LCM, giving an estimated overall incidence of 76 cases during three of
the war years, 1943-45.

The problem of differential diagnosis on clinical grounds in cases of
aseptic meningitis was in the early 1940’s, and still is, very appreciable,
particularly as the list of diseases which were considered in differentiating
LCM from lymphocytic meningitis in military personnel was long. It in-
cluded mumps meningoencephalitis, nonparalytic poliomyelitis, central ner-
vous system syphilis, tuberculous meningitis, acute encephalitis of a variety
of causes, tetanus, brain abscess, rabies, lymphocytic meningitis associated
with malaria, and infectious mononucleosis. At that time, the syndrome
associated with infections by a number of Coxsackie and Echo viruses was
not known, and it is highly probable that such cases were also included under
the term “acute benign lymphocytic meningitis.” Furthermore. the syn-
drome of acute, benign lymphocytic meningitis encountered in leptospiro-
sis was also not appreciated, and it is reasonable to suppose that such cases
occurred because of their subsequent detection in areas where troops were
stationed during World War I1.33

In brief, then, it appears that although many cases of LLCM were diag-
nosed clinically during the war, actually this disease was uncommon. The
introduction of serological methods and the notification of medical officers
that such methods were available did much to clarify this situation. It is
quite clear that in many theaters of operations it was difficult to have the

33 Professional History of Internal Medicine in World War II, 1 Jan. 1940 to 1 Oct. 1945, The
I'anama Canal Dept., vol. I, pp. 162-171, [Official record.]
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special type of laboratory determinations performed, such as the serological
diagnostic methods described in Circular Letters Nos. 107 and 74, and TB
MED 212.

Nevertheless, it was gradually brought home to medical officers, in this
country at least, that here was a disease of which, if loosely diagnosed, one
could find many examples, but if rigidly diagnosed, particularly with the
use of the complement fixation test, 90 percent of the cases could be elimi-
nated. The fact that these tests were more readily available to physicians in
the Medical Department of the Army than to many physicians in civilian
practice indicates that here was a situation with certain educational poten-
tialities.

In retrospect, therefore, it would seem that LCM did not prove to be a
disease of military importance in World War II. The number of proved cases
were few and scattered and, apparently, there was nothing special or con-
sistent about the circumstances under which they occurred. One noteworthy
feature about LCM during World War II was, however, that through the lab-
oratories of the Army Medical Department Professional Service Schools,
Army Medical Center, Washington, D.C., and a few other special labora-
tories, this proved to be one of the first of the virus diseases of the central
nervous system in which an exact etiological diagnosis could be established
by serological methods. Others in the group soon followed.

RABIES

Rabies among military personnel during World War II was rare and
sporadic. In the U.S. Army, 194145, seven rabies deaths were reported on
individual medical records, five occurring in the United States and one each
in Panama and the Philippine Islands. Of the five patients who died in the
United States, one had contracted the disease in Italy but had not reported
for treatment until after returning to the United States.

This author reviewed three case reports of patients who had contracted
the disease in the United States—one at Jefferson Barracks, Mo., in December
1941; one in Washington, D.C., in November 1943; and one at Chanute Field,
I1l, in January 1944. The first two cases were due to dogbites; the third,
to the bite of a skunk.

In the three case reports reviewed, there were no special features with
regard to the history, clinical course, and treatment. The incubation period
in two of the patients, one of whom received a full course of antirabic
inoculation, was from 3 to 6 months; whereas, in the third patient, who was
bitten on the lip and who had received but three injections of vaccine, it
was about 5 weeks. Once symptoms started, the course was rapidly downhill
with death in 3 to 4 days. Initial symptoms included malaise, anxiety, and
drowsiness. These were soon followed by nausea, pain in the shoulders,
increasing stupor, rapidly developing flaccid paralysis, and pharyngeal and
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laryngeal spasm. Paraldehyde and Avertin (tribromolthanol) were em-
ployed as sedatives,

Despite the farflung activities of the U.S. Army during the course of
the war, the only areas other than the United States in which the disease
was contracted were, as just mentioned, Panama, the Philippine Islands, and
Italy. This is extraordinary from the standpoint of the exposure which
might have existed in North Africa and in the Middle East generally, but is
of course not remarkable for Great Britain and France in the European
theater.

Col. John E. Gordon, MC,* in a report from the European theater,
noted that it was a novel sensation in the experience of most American phy-
sicians to be able to look with complete equanimity on the occurrence of a
dogbite. Rabies had been so long absent from Great Britain by reason of
the stringent quarantine practiced in that country that no need existed for
administration of antirabic vaccine after bites by dogs or other animals. The
last rabies in Great Britain occurred at the time of World War I.

The rabies situation in France was almost as favorable, for apparently
no definite cases of rabies had been detected in animals for some years, and
no human had died from rabies in France for 16 years.

Rabies was, however, reported in Berlin, Germany, in 1945, and occa-
sional infections among animals were recognized in northwestern European
countries. Most American medical officers consequently returned to tradi-
tional practice in the management of dogbites sustained in these areas.

Rabies transmitted by bats was a disease known to the Army, but was of
no military significance since it did not produce human cases. This bat-
transmitted disease is the cause of paralysis in livestock, principally cattle.
It made its first appearance in Trinidad, in 1925, where, for 11 years there-
after, focal outbreaks reoccurred in cattle, with about 1.000 cases occurring
annually. The rigorous control measures which were brought to bear in
Trinidad and Venezuela are described by Maj. Richard T. Gilyard, VC.3

34 Gordon, John E.: A Hlistory of Preventive Medicine in the European Theater of Operations,

U.S. Army, 1941-43, vol, 11, pt. III, p. 51. [Official record.}
33 Gilyard, R. T.: Bat Transmitted Paralytic Rahies. Cornell Vet, 35: 195-209, July 1945.




CHAPTER V

Q Fever

Charles A. Ragan, Jr., M.D.

OCCURRENCE

Q fever first appeared among Allied troops in 1944 and 1945 when
several sharp outbreaks occurred in the Mediterranean (formerly North
African) Theater of Operations, U.S. Army.! That it was not identified
immediately was doubtless related to the fact that this rickettsial disease had
first been described in 1937,* and that, with the exception of laboratory infec-
tions,® the disease had been reported only from Queensland, Australia, as
occurring naturally in human beings. The author was present as Chief,
Medical Service, 15th Ficld Hospital in Italy, when some of the first military
patients were seen, and it must be confessed that there was no realization
at that time that an unusual situation was developing. In retrospect, it is
of interest to reflect upon the interplay of serendipity, error (a single posi-
tive Weil-Felix reaction), and the presence of Maj. Frederick C. Robbins, MC,
in Naples that led to the realization that we were dealing, not with common
primary atypical pneumonia, but with Q fever, appearing naturally in a
locality far distant from Queensland. Subsequently, the disease was recog-
nized in southern Italy, Greece, and Panama. Since World War II, Q fever
has been recognized in California.*

Apennines outbreaks.—The 15th Field Hospital was set up in December
1944 as a three-platoon unit acting as a medical evacuation unit behind the
U.S. II Corps in the Apennines north of Florence. The hospital was studying
the feasibility of early return to duty of patients with various psychosomatic
problems related to combat fatigue. In addition to such patients, there were
others with trenchfoot, infectious hepatitis, and primary atypical pneumonia.

t Unless otherwise noted, the material presented in this chapter was taken mainly from a series
of articles which appeared in the American Journal of Hygiene, volume 44, July 1946, pp. 1-182.

2 (1) Derrick, E. H.: “Q” Fever, A New Fever Entity; Clinical Features, Diagnosis and Labora-
tory Investigation. M.J. Australia 2: 281-299, 21 Aug. 1937. (2) Burnet, F. M., and Freeman, M.:
Experimental Studies on the Virus of Q" Fever. M.J. Australia 2: 299-305, 21 Aug. 1937.

3 (1) Cox, H. R.: A Filter-Passing Infectious Agent Isolated From Ticks. III. Description of
Organism and Cultivation Experiments. Pub. Health Rep. §3: 2270-2276, 30 Dec. 1938. (2) Dyer,
R. E.: A Filter-Passing Infectious Agent Isolated From Ticks. IV. Human Infection. Pub. Health
Rep. 53: 2277-2282, 30 Dec. 1938. (3) Hornibrook, J. W., and Nelson, K. R.: An Institutional Out-
break of Pneumonitis. I. Epidemiological and Clinical Studies. Pub. Health Rep. 55: 1936-1944,
25 Oct. 1940. (4) Dyer, R. E., Topping, N. H., and Bengtson, I. A.: An Institutional Outbreak of
Pneumonitis. I1I. Isolation and Identification of Causative Agent. Pub. Health Rep. 55: 1945-1954,
25 Oct. 1940. (5) Lillie, R. D., Perrin, T. L., and Armstrong, C.: An Institutional Outbreak of Pneu-
monitis. III. Histopathology in Man and Rhesus Monkeys in the Pneumonitis Due To the Virus of
“Q’” Fever. Pub. Health Rep. 56: 149-155, 24 Jan. 1941.

4 Clark, W. H., Lennette, E. H., and Meiklejohn, G.: Q Fever in California. III. Aureomycin in
the Therapy of Q fever. A.M.A. Arch. Int. Med. 87: 204-217, February 1951.
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Radiological facilities under the direction of Capt. Stanley M. Wyman, MC,
were excellent.

In late February 1945, an officer from Headquarters Company, 339th
Infantry, was admitted with high fever and general malaise without local-
izing symptoms, a picture suggesting the preicteric phase of infectious
hepatitis. A\ roentgenogram of the chest at admission was interpreted as
normal. A macular erythematous rash appeared transiently, and typhus
was then considered in differential diagnosis, because several of the medical
officers in the 15th Field Hospital had had duty in North Africa and had
seen the disease in native populations. For this reason, a Weil-Felix test
was done and was reported as positive in a significantly high titer from the
2d Medical Laboratory in Florence. Shortly thereafter, a second roentgeno-
gram of the chest revealed an area of pneumonic consolidation, and a pre-
sumptive diagnosis of primary atypical pneumonia was made.

Within the next month, 32 additional members of Headquarters Com-
pany, 339th Infantry, were admitted with febrile illness, and 20 more patients
from this unit were seen in other Fifth U.N. Army hospitals with similar
symptoms. Major Robbins of the 15th Medical General Laboratory in Naples
came to investigate the reported positive Weil-Felix reaction. From the
blood of one of the patients with pneumonitis, a strain of rickettsia charac-
terized as Rickettsia burnecti was isolated by inoculation into guinea pigs
and subsequent transfer to chick embryo yolk sac. This was established as
the Henzerling strain. Sera were obtained from 28 patients during acute
illness and convalescence, and convalescent samples were obtained from 25
other patients. Complement-fixing antibodies to the Henzerling strain were
found in the sera of all 53 patients.

A second outbreak, originating in the same vicinity, was observed in
April 1945 in the 3d Battalion, 362d Infantry, involving 267 patients of
whom 80 were personally observed in the 15th Field Hospital. Sera of the
acute disease and convalescence were obtained from 29 unselected cases, and
a rising titer of complement-fixing antibodies to the Henzerling strain was
demonstrated. The Paige strain of L. burneti was isolated from one patient
in this group. In this epidemic, 70 percent of the patients not personally
observed were reported as having atypical pneumonia or pneumonitis, and
the remainder had diagnoses of fever of undetermined origin, infectious
hepatitis without jaundice, or upper respiratory infection. Qceasionally, no
final diagnosis was made.

In a survey carried out by Major Robbins, I.t. Col. Ross I.. Gauld, MC,
and Capt. (later Maj.) Frank B. Warner, MC, several localities appear
to be epidemiologically implicated in the high incidence of disease seen in
these two outbreaks. Insects in the presumed areas of infection were numer-
ous but no specific rickettsial vectors were discovered and the spraying of
DDT (dichlorodiphenyltrichloroethane) did not modify the pattern of the
outbreak in the 339th Infantry. An incubation period varying from 14 to
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26 days, with a peak at 19 to 20 days, was suggested by this epidemic. No
cases developed in medical personnel caring for these patients. It was noted
that the implicated areas were dusty, but no attempt was made to recover
the reckettsia from dust. Rickettsia was successfully recovered from dust in
California by DeLay, Lennette, and DeOme in 1950.> High complement-
fixing antibody titers to the Henzerling strain were found in a group of
civilians from the epidemic area. Several other outbreaks, which were simi-
lar in their clinical and epidemiological features but not proved serologically,
occurred in small units in northern Italy and Corsica. All outbreaks seemed
to be related to dusty habitations.

Laboratory outbreaks.—In June, July, and August, 1945, a laboratory
outbreak of 20 cases developed in the 15th Medical General Laboratory in
Naples. This epidemic was well documented by Major Robbins and was
shown to have originated in the room of the laboratory where the Henzerling
and Paige strains were being studied in guinea pigs and embryonate hens’
eggs. The Seale strain of R. burneti was isolated in this epidemic, and
rickettsine were isolated from 16 of the 20 patients as early as the second
day of disease and as late as the eighth, Complement-fixing antibodies to
the Henzerling strain of rickettsia were absent in sera taken before the Tth
to the 13th day of disease but were present with later specimens. The peak
of the antibody response was reached on about the 21st day with a tendency
to diminish after the 30th day. The disease contracted in the laboratory
appeared to be somewhat more severe than that seen in the field, possibly
owing to a greater initial exposure to the infectious agent; however, four
patients, proved to be harboring rickettsia and sick with fever and malaise,
developed no roentgenologic evidence of pneumonia.

Outbreaks originating in Greece.—During the outbreaks north of Flor-
ence, it was learned that an epidemic of 40 cases of pneumonitis had ap-
peared in one company of a battalion of British paratroopers who had come
to Rome, Italy, from Athens, Greece, in January 1945. The outbreak ap-
peared to have developed in Athens, and the men recalled exposure to dust
in an abandoned silk mill used as a bivouac. Dr. J. Caminopétros of the
Pasteur Institute in Athens had obtained from the blood of patients with
“Balkan grippe” an agent producing a transmissible febrile disease in guinea
pigs. Guinea pig blood was sent by him to the Commission on Acute Res-
piratory Diseases, Army Epidemiological Board (Board for the Investiga-
tion and Control of Influenza and Other Epidemic Diseases in the Army),
and from this, a rickettsia strain similar to R. burneti was isolated at the
Commission laboratories at Fort Bragg, N.C. A laboratory outbreak caused
by the “Balkan grippe” strain of Q fever occurred in the personnel in this
]Jaboratory before the rickettsia had been definitely characterized from the
material sent from Greece. As was so often the case with these epidemics of

5 DeLay, P. D., Lennette, E. H., and DeOme, K. B.: Q Fever in California. II. The Recovery of
Coxiella Burneti from Naturally-Infected Air-Borne Dust. J. Immunol. 65: 211-220, August 1950.
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Q fever, the diagnosis was made in retrospect. Convalescent serum obtained
from 35 of the British paratroopers who had been sick in Athens and Rome
and sera from 43 well soldiers of the same battalion were tested for agglu-
tinating antibodies to the “Balkan grippe” strain at Fort Bragg. Significant
elevations were found in 29 of the 35 recovered cases, while only 9 of 43 men
who had not been ill showed a high titer. Presumably, therefore, the epi-
demic in British paratroopers represented an infection with the “Balkan
grippe” strain contracted in Athens.

Outbreak in Zone of Interior.—.\n outbreak of Q fever was observed at
Camp Patrick Henry, Va., in May and June 1945, after approximately 7,500
troops returning from southern Italy had disembarked. The disease was
apparently confined to five squadrons of an air force group. Careful case
finding in one squadron revealed 143 patients—an attack rate of 38 percent.
Agglutinating antibodies to the “Balkan grippe” strain of R. burneti were
found, as were complement-fixing antibodies to the Australian strain, but
no organism was isolated. The outbreak seemed to be related to a particular
bivouac area, at Grottaglie Air Base near Taranto in southern Italy. Again,
no cases developed in medical personnel caring for these patients.

Other outbreaks.—A single case of pneumonia was studied in Panama
from which a strain of rickettsia similar to R. burneti was isolated. The
British Army in 1944 had observed in the Mediterranean area several sharply
localized epidemics of “atypical pneumonia” characterized by a high attack
rate—up to 50 percent of a unit. These may have represented Q fever, but
no serological proof for this was obtained.

CLINICAL FEATURES

Mode of onset.—In northern Italy, the disease was characteristically sud-
den in onset and the exact hour was frequently known. At Camp Patrick
Henry, in contrast, 70 percent of the patients noted a gradual onset. These,
however, represented the milder cases discovered by careful case-finding
studies and would not have been observed in the Apennines epidemic in which
only patients with complaints sufficient to require hospitalization were seen.
The early symptoms were nonspecific—chilliness, sweats, general malaise,
weakness, fatigue, muscular aches, frontal headache, and anorexia. Pain in
the chest when present was variable in intensity, ranging from a vague to a
definitely pleuritic character.

Symptoms.—Although the onset was usually sudden, it was seldom severe
enough to cause prostration, and the patient often continued duty for 12 to
72 hours. The nonspecific symptoms persisted and became more pronounced
with the ensuing rise in temperature. Frank rigor was seldom experienced.
Frontal headache was common and severe, as in many rickettsial diseases,
and a majority of the patients complained of retro-orbital pain aggravated
by coughing. Anorexia was the only common gastrointestinal symptom. A
moderately dry cough frequently developed on the fifth or sixth day but was




Q FEVER 107

not an outstanding feature. Approximately 20 percent of the patients who
were carefully observed raised small amounts of blood-streaked sputum.
Vague pain in the chest of the type described at the onset persisted, but true
pleuritic pain was not common and was rarely severe, responding to aspirin
and codeine therapy.

Physical findings.—Temperature on admission ranged between 101° and
105° F. The curve was irregular, extremely sensitive in a transient fashion
to salicylates, and persisted from 4 to 15 days. It returned to normal by
lysis with an occasional crisis. Slight relative bradycardia, normal respira-
tory rate, and absence of cyanosis and dyspnea were usual. A cutaneous
rash was seen only in the first patient. Physical findings in the chest were
normal or only minimally altered. Crepitant rales and slight diminution of
breath sounds or dullness were occasionally noted, after the roentgenogram
called attention to abnormalities. Coryza and pharyngitis were not encoun-
tered although vesicles on the pharyngeal mucuous membrane were noted in
the epidemic in British paratroopers. Splenomegaly was rare save in the
British paratroopers who also had generalized glandular enlargement. Herpes
simplex was not observed. Nuchal rigidity of moderate intensity was seen
occasionally, but in six patients, lumbar punctures yielded normal spinal
fluid. Guinea pigs inoculated with one of these fluids obtained from a patient
in the Apennines outbreak had a transmissible disease, but serological proof
for its rickettsial origin, that is, cross-immunity, was not obtained.

Roentgenological findings.—The pneumonic infiltration as seen in roent-
genograms was characteristic. Its incidence in all the outbreaks was not
determined, but 80 percent of the proved cases in the Naples laboratory out-
break and 90 percent of those at Camp Patrick Henry showed such infiltra-
tion. The shadows were homogeneous, of a ground glass appearance and
patchy in distribution, involving only a small portion of a lobe. Atelectasis
with shift of an interlobar septum was frequently seen. In Italy, in most
instances, lesions of a single lobe were observed, but occasionally, two lobes
were affected. At Camp Patrick Henry, 60 percent of the patients had mul-
tilobar involvement. Lower lobe involvement predominated. There was no
correlation between the extent of involvement demonstrated by roentgeno-
gram and the severity of the disease. The roentgenogram of the chest on
admission was frequently clear, with shadows appearing on the third or
fourth, and occasionally as late as the sixth, day of the disease. Shadows
consistent with small amounts of pleural fluid were seen in approximately
10 percent of the patients. The roentgenographic changes tended to be per-
sistent and, frequently, were still present when the patient was discharged
after an average stay of 22 days in the hospital. Resolution occurred by a
gradual clearing of the involved area.

Course and convalescence.— With defervescence, the symptoms rapidly
subsided leaving only weakness, which varied with the severity of the disease.
The duration of asthenia ranged from a day to 3 weeks. Loss in weight
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commensurate with a febrile illness associated with anorexia was usually
observed. No deaths, no recurrences, and only cne possible complication were
seen in military personnel. The complication was a severe esophagitis in one
patient in the Naples laboratory outbreak. The great majority of patients
returned promptly to full duty.

Laboratory findings.—Increase in numbers of leukocytes, polymorpho-
nuclear leukocytosis, and anemia were not observed. The urine was normal
except for occasional mild albuminuria at the height of fever. The erythro-
cyte sedimentation rate was moderately rapid during the acute phase of ill-
ness and became normal promptly after recovery. Blood cultures were ster-
ile; enteric agglutinations, Proteus 0X-19, OX-2, and OX-K agglutination
(save in the original Apennines patient), coccidioidin skin tests, and throat
cultures were negative. Cold agglutinins, antibodies to influenza A and B,
treatment with the sulfonamides or penicillin were noted.

Treatment.—Treatment was symptomatic, and no beneficial effects of
treatment with the sulfonamides or penicillin were noted.

EPIDEMIOLOGY

The Henzerling strain isolated in Italy, the “Balkan grippe” strain from
Greece, and the strains isolated in the laboratory outbreak at Fort Bragg and
in Panama were similar in immunoiogical specificity (complete reciprocal
cross-immunity) to the rickettsia isolate? iy Dyer® (the American strain)
although there were great variations in the sensitivity of the antigens. Cross-
immunity between the Australian? aud American strains had previously
been demonstrated. It therefore seems reasonable to assume that the rick-
ettsial disease seen in the Mediterranean area and in Panama characterized
by pneumonitis was Q fever. The relationship of Q fever to the usual form
of primary atypical pneumonia was investigated serologically, and it was
found to be close in endemic areas such as Caserta, Italy, but not in non-
endemic areas such as the Eastern United States.

Mode of transmission.—In the original cases from Australia, pneumo-
nitis was not mentioned. The disease, there, is tickborne to cattle with a
reservoir in bandicoots. The infection in man is aberrant, and the Australian
workers postulated that the inhalation of dried tick feces present on the hides
of cattle was the route of infection in human disease. Pneumonitis was first
recognized in the laboratory epidemic at the National Institute of Health,
U.S. Public Health Service,® and in retrospect, it appears that this was prob-
ably a dustborne rickettsial infection. No insect vectors were implicated in
the Italian or Greek disease, but dusty habitations were noted. Retrospec-
tively, in view of the isolation of rickettsiae from dust in California?® it

¢ See footnote 3 (2), p. 103.
T See footnote 2 (2), p. 103.
& See footnote 3 (3), p. 103.
¢ See footnote 3, p. 105.
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seems fair to assume that pneumonic Q fever may represent an infection in
which the pulmonary infiltrate represents the primary lesion, as does the
eschar in fievre boutonneuse and rickettsialpox.

Military significance.—The military implications of this disease can be
far-reaching. It occurs in sharp outbreaks and, although rarely fatal, can
completely incapacitate an entire unit for combat. A satisfactory form of
prophylaxis was not at hand during the war years. Since World War II, it
has been shown that oxytetracycline (Terramycin) and chlortetracycline
(Aureomycin) are effective in the treatment of Q fever.!® The avoidance of
dusty bivouacs in habitations wlhere sheep, goats, or cattle have been kept
may help, and disturbing of such dust by vigorous procedures should par-
ticularly be avoided.

10 (1) Stokes, M. G. P.: Q Fever in Britain. Brit. M. Bull, 9: 231-233, 1953. (2) See foot-
note 4, p. 103.




CHAPTER VI

Scrub Typhus
Chris J. D. Zarafonetis, M.D., and Myles P. Baker, M.D.

Scrub (or miteborne) typhus is an acute febrile disease caused by infec-
tion with Rickettsia tsutsugamushi. Clinically, it resembles other rickettsial
diseases with an abrupt onset characterized by chilly sensations or rigors,
followed by fever, headache, malaise, and later a rash. The differential di-
agnosis may be established early by finding the primary sore or eschar at the
site of infection, often with associated satellite or generalized lymphadenop-
athy; at a later stage, some cases may be distinguished serologically. Scrub
typhus is also called tsutsugamushi disease, tropical typhus, rural typhus,
Japanese river fever, and Kedani fever.!

The earliest description of the malady in the Japanese literature was
written by Hakuju Hashimoto in 1810, while the first English report was
made by Palm in 1878. Mites were suspected as the probable vectors as early
as 1879. The field mouse, Microtus montebelli, was implicated as an impor-
tant natural reservoir of infection in 1918.

During the 20 years before World War II, careful research work, notably
in Malaya and Sumatra, had indicated that tsutsugamushi disease was not
limited to Northwestern Japan, Formosa, and the Pescadores Islands, where
the Japanese had by 1931 definitely established its rickettsial etiology. The
clinical picture, pathology, and epidemiology were shown to be fundamen-
tally the same in Sumatran mite fever, in the scrub typhus of Malaya, the
endemic typhus of New Guinea, the coastal fever of North Queensland,
Australia, and in cases reported from Burma and Indochina. The common
pattern could be traced in spite of wide variations in mortality and frequent
failures to find the primary eschar. Prior to the experience of World
War II, however, the only species of mite proved by animal experiments to
be the vector of tsutsugamushi disease was the trombiculid mite identified by
Japanese workers. Other mites had been highly suspected in Sumatra and
Malaya, but conclusive proof had not been furnished. Similarly, the prin-
cipal reservoir host of the trombiculid mite had not been incriminated else-
where than in Japan and Malaya. Definitive work on the mite-rat complex,
in New Guinea and Burma, remained to be done.

This identification of scrub typhus, as it was commonly called in the
Armed Forces, with tsutsugamushi disease of the Japanese removes it from
the list of strictly tropical diseases, for Japan can scarcely be considered

1 Blake, F. G., Maxcy, K. F., Sadusk, J. F., Jr.,, Kohls, G. M., and Bell, E.J. : Studies on Tsutsuga-

mushi Diseage (Scrub Typhus, Mite-Borne Typhus) in New Guinea and Adjacent Islands; Epidemiology,
Clinical Observations and Etiology in the Dobodura Area. Am. J. Hyg. 41: 243-373, May 1945.
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within the tropics. It was, in fact, little known outside Japan as late as
1942. Its distribution is known to us now only as indicated by the accident
of human infection with . tsutsugamushi. With the advent of large-scale
jungle warfare, scrub typhus became an important medical problem to troops
in the Far East. Indeed, approximately 6,000 cases were to appear in U.S.
Forces alone during the campaigns that followed the outbreak of war with
Japan.

As military operations progressed in the Southwest Pacific and in
Burma, U.S. Armed Forces passed into and through areas hitherto scarcely
studied as to prevalent diseases and lived there under field conditions very
unlike the customary sheltered life of the white planter of prewar years.
One immediate result was a wider appreciation of the geographic area of
distribution of this disease. Until then, such places as Bougainville and
Goodenough Islands, the Schouten Islands, and Netherlanas New Guinea, or
liauzon and Mindoro Islands in the Philippines, had not been reported as
sites of scrub typhus. Medical officers became acquainted at first hand with
the clinical picture and pathology cf the disease and had opportunity to com-
pare it with other rickettsial infections, notably epidemic typhus. Oppor-
tunity was afforded for thorough study of its epidemiological and entomo-
logical aspects in the field and laboratory and for the institution of preventive
measures.

CLINICAL EXPERIENCE

Southwest Pacific Area

In this region, Gunther had by 1940 collected 105 cases of a disease which
he labeled “endemic typhus,” chiefly from the Wau area in the mountains
south of the Markham Valley in northeast New {(Guinea.* The clinical pic-
ture was described by him at length, the similarity to tsutsugamushi disease
emphasized. Diagnostic agglutinations with Proteus OX-K were reported.
The patients were white men who had been clearing jungle areas. Scattered
cases were reported from New Britain Island and the coastline of northeast
New Guinea west of Finschhafen. The disease was, then, well known when
American and Australian Armed Forces moved into New Guinea in the
spring of 1942.

THE FIRST PHASE: ORIENTATION (1942)

The first cases.—Typhus fever was first recognized among our troops in
the Southwest Pacific as an isolated case, reported from northern Queensland
in March 1942. Eight cases were reported from the Port Moresby area of
Papua late in September 1942, and subsequently, a few cases appeared in the
Milne Bay area at the eastern extremity of Papua.! During the summer

2 Gunther, C. E. M.: A Survey of Endemic Typhus in New Guainea. Med. J. Australia 2: 564-373,

30 Nov. 1940.
3 Essential Technical Medical Data, Southwest Pacific Area, for February 1944.
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and early autuinn of 1942, combat operations in Papua were primarily the
assignment of Australian forces. At the close of the year, Lt. Col. S. W.
Williams, of the 2/9th Australian General Hospital at Port Moresby, was
able to report a preliminary study of 300 cases of scrub typhus.* Within 10
miles of Port Moresby, the disease was rare, considering the large number
of troops concentrated there; all but a handful of these cases developed under
combat conditions along the Moresby-Buna track, the so-called Kokoda Trail.
This early Australian experience tallied closely with the prewar description
of the clinical picture given by Gunther. Emphasis was laid on the fol-
lowing points:

Among the first hundred patients there was only one death; among the
second hundred, exposed to the hardships of living conditions while following
the Japanese retreat over the Owen Stanley Range, there were three deaths.
In cases observed during December 1942, chiefly from the Buna-Gona combat
area, the mortality was “nearly 10 percent.” These soldiers, too, were spent
by weeks of campaigning in the mountains and fighting around Buna.

Early diagnosis was not found a simple matter. Eschars were noted in
only 60 percent of the cases. As experience was to show, they should be
sought in covered parts of the body. Similarly, the rash was observed in
about 60 percent only. Generalized lymph node enlargement was the most
useful diagnostic sign in distinguishing the disease, in the early stages, from
malaria. Even so, the diagnosis, in absence of eschar and rash, might well
remain in doubt until the appearance of blood agglutinins for Proteus OX-K
on about the 9th or 10th day of fever. It was noted that patients with
scrub typhus fever may appear deceptively well during the first week, only
to develop serious pulmonary, circulatory, and neurological symptoms in the
second week of fever.

American troops were soon presenting examples of those diagnostic prob-
lems that proved to be scrub typhus. The majority of men who were to
engage in combat in the Buna-Gona area were flown over “The Hump” of the
Owen Stanleys, were set down at Dobodura airstrips, and went into battle
late in November 1942. Patients with scrub typhus began to appear in Decem-
ber in Port Moresby hospitals, evacuated thereto by air. In January 1943,
there was a sharp rise in the number of reported cases of scrub typhus in the
Southwest Pacific Area (table 12). The case fatality rate for 1943 was 5.5
percent per 100 cases. In 1944, over 4,000 cases of scrub typhus were reported
with a case fatality rate of 3.8 percent. During the first 8 months of 1945,
the number of cases was less than those reported for the same period in 1943,
with a case fatality rate of 5.4 percent. Owing to the exigencies of the mili-
tary situation, soldiers convalescing from scrub typhus were evacuated to
general hospitals on the Australian mainland, with the result that any com-
pilation of case material was rendered impracticable. Medical officers in hos-

4+ Williams, 8. W.: Scrub Typhus in Papua. Preliminary Report. A Description Founded on
Observation of 300 Cases by the Medical Staff of an Australian General Hospital, 5 Jan. 1943. [Offi-
cial record.]
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TABLE 12.—Number of cases and deaths due to scrub typhus in the Southwest Pacific Area,
US. Army, January 1943 to August 1946

{Preliminary data based on unit summary reports)

Period f Cases | Deaths
1943
January . i iceciaiooo- 92 4
February_ . ________.______.___ e mma—ean 62 1
Mareh. e deececee—o- 45 5
April . _________ ... e e e 55 2
MY e e 64 0
JUNe e e cdimcmemeeea 79 5
July e eeicea—o-. 83 6
August __________________.. e e e e e 81 3
September _ _ i eceecaa-- 95 5
October. i iioo. 93 4
November_ ___ . _ . ___ e e mmmmmmeean 67 3
December. el 119 13
Total . e eceaaa 935 51
1944
JANMUATY _ . e Cieeao- 75 9
February - _ e acmmmmmmmmeeeeoo 104 16
Mareh . M mcedeean 184 &
APril . i ceamao 75 12
May o e iccmecee- 130 4
JUNe e e m e meecceeman 212 15
July e 647 9
August . e 1, 759 32
September _ _ - 757 38
October. e mmm—— e 251 10
November . _ e 113 6
December. . e eimceceaao 89 6
Total . o o o e e e e e —e—————— 4, 396 165
1945 .
JANUBLY _ L e 100 5
February . _ M dammaliaea- 66 2
Mareh e cecemmeeeeoa 45 4
April . e 32 2
MaY e s 15 2
JUNe e ceeamcm- 43 2
JUlY e i 20 1
August . _ e ciamc—maoo- S 11 0
Total e e mmemceo. " 332 18
Grand total . _ .. . iiiaa- . 5, 663 234
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pitals of the Advance Base. becoming familiar with clinical features of the
textbook picture of the disease, cultivated a high index of suspicion of =crub
typhus in the case classified as fever of undetermined origin with no evidence
of malaria. no leukocytosis. no clinical response to Atabrine (quinacrine hy-
drochloride) or quinine, and with generalized lymph node enlargement.
Cschars were more carefuily sought for, and ulecers, without a scab. were
found in the groins and axilla (fig. 8). By the time that agylutinins for

AFIP D-44-46
Fictre N.—"Ulcer” eschar on right axilla in tsutsugamushi fever on 15th day of illness,
36:3d Station Hospital, Dohodura area, Papua.

Proteus OX-K appeared in the blood, the temperature curve had become
diagnostically characteristic in cases without other diagnostic signs. One
temperature chart (often making up the bulk of the record evacuated with
the convalescent) could be superimposed on another, so alike were they.

In one series of cases,® the temperature was usually 99° to 102° F, on the first day
of illness, There was a rise in temperature within 24 hours to 100° to 103° F., and dur-
ing the days that followed. the +-hourly chart showed a swinging temperature with daily
remissions from 99° to 104° F. throughout the illnesx, subxsiding by lysis on the 14th to
17th days. In the more severe cases, for the first 3 to 5 days a remittent type of fever
was seent, followed by a sustaineld fever up to 105° I, until recovery or death., In some
fatal casex a remittent fever ranging from 99° to 106° F, was recorded. A temperature
which did not rise above 103° F. wax seen in a few fatal cases,

The first necropsies.—Inexperience with the disease and lack of any spe-
cific treatment lent particular intevest to the pathologist’s findings in the first
5 Williams, 8. W, Sinclair, A. J. M., and Jackson. A, V.: Mite-Borne (Scrub) Typhus in Papua

and the Mandated Territory of New Guinea: Report of 626 Caxex, Med. J. Australin 2: 525-5:49,
18 Nov. 1944,

6:10243°— 63 ——-10
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seven necropsies performed in December 1942 and January 1943 at Port
Moresby by Capt. (later Maj.) Austin J. Corbett, MC.© He reported three
groups of findings, as follows:

1. An acute diffuse myocarditis, with perivascular and interstitial infil-
tration with plasma cells, macrophages, and lympbocytes, as a constant and
characteristic finding. Damage to the myocardial fibers varied in degree.
Arteriolar walls showed thickening, degeneration, and intramural round-cell
infiltration.

2. In the lungs, alveolar septa were infiltrated with mononuclear cells
in a perivascular arrangement, and the vascular endothelium within the septa
was swollen and fragmented.

3. In the brain, perivascular proliferation of glial cells and infiltration
with lymphocytes were observed; the endotheliuin of smaller blood vessels
was swollen, and several vessels showed intramural round-cell infiltration.

Cardiac findings and prognosis.—The finding of a diffuse myocardial
lesion at autopsy, and the occasional finding of gallop rhythm and “soft™
heart sounds on physical examination of the precariously balanced patient in
the second and third weeks of fever, gave rise to much concern about the con-
‘alescent’s prognosis. In the rear hospitals, in Australia, convalescents were
examined carefully for evidence of residual cardiac damage and insufficiency
and were found to have none. Pending the accumulation of enough data to
support a general policy of sending all but the most hard-hit cases back to
duty. the majority of convalescents were returned to duty following maximum
hospitalization benefit.

THE SECOND PHASE: INVESTIGATIONS (1943)

A second phase in U.S. Army experience with scrub typhus began in the
summer of 1943. The occurrence of cases from month to month, without sea-
sonal incidence, was unremitting among combat and service troops, which
were increasing in number as the bases were developed along the north coast
of New Guinea to Finschhafen. The New Guinea hospitals had become more
stabilized, facilitating the study of cases. This period saw clinical and epi-
demiological studies carried out by a group of investigators, headed by Dr.
Francis G. Blake, working under the auspices of the United States of America
Typhus Commission, and it saw also the development of preventive measures
to protect troops from scrub typhus.

Clinical study.—It will be noted in table 12 that cases were diagnosed
without letup during the spring and summer of 1943. Base B, which included
Dobodura and Oro Bay, Papua, became a hive of activity with ever-increasing
numbers of troops moving into camp areas in the base. Between 1 August
and 1 December 1943, 248 patients with scrub typhus were admitted to Base B
hospitals. The mortality in these cases was 2.4 percent. From a study of a
group of 20 cases. most of them at the 363d Station Hospital, Dr. Blake and

6 Corbett, A. J.: Serub Typhus. Bull. U.8. Army M. Dept. No. 70. pp. 34-54, November 1943,
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his collaborators constructed an exemplary word picture of the disease, as
follows: 7

The characteristic early symptoms and physical signs of mite typhus at onset and
during the first 5 to 7 days of the disease are headache, apathy and generalized malaise,
fever, relative bradycardia, anorexia, conjunctival congestion, lymphadenitis, often re-
gional, and eschar. Although the diagnosis may be suspected from the general synptoms
and physical signs together with a normal or low leukocyte count, only the presence of

a typical eschar ix sufficiently pathognomonie to establish the diagnosis at this stage of

the disease. equently, the whole body surface should be scrutinized in detail with
adequate 1i: . unless this is done, the eschar may be easily overlooked if it is located
in the lesx v accessible areas,

Commonly, between the fifth and eighth days a characteristic macular or maculo-
papular rash appeuars on the trunk and may later spread to the extremities. It should
be borne in mind, however, that although the development of a rash tends to confirm the
suspected diagnosis, rashes sufficiently similar teo that of mite typhus to cause confusion
may at times occur in dengue and other infections.

The subsequent course of tsutsugamushi disease after the first week may be rela-
tively mild, with no recognizable evidence of the more serious aspects of the disease, and
with a total febrile period of 12 to 14 days: or moderately severe with signs of pneumo-
nitis and encephalitis and recovery by lysis early in the third week; or severe to ex-
tremely severe with febrile course of approximately 8 weeks’ duration. Symptoms and
signs of more severe pneumonitis and encephalitis are constant. Evidence of peripheral
circulatory collapse are common and signs of myocarditis may appear. Hepatitis and
nephritis sometimes complicate the picture. Thromboses and cerebral or gastiointestinal
hemorrhage may take place. Death is not infrequent in these severe cases, particularly
in older individuals, but the majority recover by lysis during the latter half of the
third week.

Laboratory studies have confirmed the already known fact that the Weil-Felix test
becomes positive for Protcus OX-K about the 12th to 14th day of the disease in the
majority of cases but that not all patients develop agglutinins for this organism in a
diagnostic titer of 1 in 160 or higher. Rickettsia orientalis (tsutsugamushi) may readily
be recovered from the blood of patients during the acute stage of the disease by the
intraperitoneal inoculation of 0.2 to 0.3 ml. of blood into white mice. Both of these
laboratory procedures, if positive, establish the diagnosis, but a negative Weil-Felix test
for Profeus OX-K does not exclude miteborne typhus.

The total leukocyte count, usually within the normal range during the first week but
sometimes showing a leukopenia, tends to increase during the second week. In cases
progressing favorably, this leukocytosis is commonly due in large part to a progressive
increase in the absolute number of lymphocytes.

Limited observations on the blood chemistry of the miteborne typhus of New Guinea
have shown that hypochloremia, a moderate but not critical reduction in serum albumin,
a rise in serum globulin, and a diminution in plasma fibrinogen tend to occur during the
height of the disease.

The treatment of mite typhus congists primarily of complete bed rest, good nursing
care, adequate diet, fluid and salt intake, and the judicious and selective use of sympto-
matic drug, supportive, and oxygen therapy only when specifically indicated. Penicillin
is ineffective.

Blake and his coworkers particularly emphasized the localization above
thigh level of the eschar, or primary ulceration, present in all 20 of their cases.
This is in contradistinction to the bites of mites causing scrub itch, on the

7 See footnote 1, p. 111,
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ankles and shins. This observation tallied with that of the Australians at
Port Moresby (63 percent on arms, axilla, neck, and trunk). They empha-
sized further (1) the absence of signs of rvight-sided heart failure. (2) the
picture of a true rickettsial pneumonitis, with which physical sigms and find-
ings at autopsy are in keeping. and (3) the relation of cyanosis and pulmonary
congestion to pneumonitis, rather than to myocardial insufliciency.

During the spring and summer of 1943, Australian patients were held at
the general hospitals in Port Moresby, as American patients were not, making
possible certain observations on 626 cases® that added to the clinical picture.

Nigniticantly, ax regards course, a few ciases were recognized in ambulatory patients
not sick enough to go off duty, but later showing agglutinins to Protcus OX-K of 1: 125
or higher (taken as a minimum diagnostie titer in this series). No relapse of fever
attributable to the rickettsianl infection was observed. Among symptoms, macules were
neted on the soft palate, in association with the typical rash over the body.

In the severe cases, cardiovasculir abnormalities such ax faint systolie murmurs,
tie-tae sounds, gallop rhythm, tachycardia, hypotension, and pulsus alternans were occa-
sionally observed. Measurements of venous pressure and electrocardiographic study did
not speak for myocardial insufficiency or elinically demonstrable myocarditis.  Hearts
examined microscopieally in patients dying in the sixth week of complications not refer-
able to circulatory apparatus showed no infiltration or fibrosis,

Cyanosis ad increased respiratory rate accompanied the development of abnormal
physical signs in the lungs, which did not include those of consolidation unless there was
secondary infection, atelectasig, or infaretion. Pulmonary infarction was a late compli-
cittion to be reckoned with,

In the severely ill, mental symptoms uniformly appeared from about the 6th to the
10th day : apathy was more common than restless irritability and insomnia. Nerve deaf-
ness was present in 9 cases, and could be expected to be transient, lasting only a week.
"aresis of the shoulder girdle muscles and sensory changes in arms and legs were ob-
served during convaleseence.  Tremors of the hands appearing in the difficult second week
were rare but striking, in one instance simulating the tremor of parkinsonixm. Fxami-
nations of cerebrospinal tluid (60) revealed an increase in pressure (about 160 mm.) in
less than half the individuals tapped: increase in lymphoeyte count was infrequent
(T cases),

Mortality continued to vary much during the period of investigation: it rose from
1 to 2 percent in the first 200 cases to 25 percent in the next 130 caxes, comprising soldiers
exhausted by weeks of jungle combat, and handicapped by xlow evacuation. For the next
276 cases, mortality was 7.2 percent. This varying mortality gives a fairer picture than
the overall figure for 626 caxes, 9.7 percent.

If, prior to evacuation, the soldier was seriously ill by the xixth day, or had already
had 6 days of fever, it was thought wiser, if poxsiMe, to treat him “where he lie],” rather
than subject him to evacuation. Most patients were treated in convalexcence in the expect-
aney that they would be it to return to duty wihin 12 weeks from onset of their illness.

Lipman. Casey. Byron, and Evans reported a study of 200 patients ob-
served at the 362d Station Hospital in Base B between February 1943 and
February 1944.° The clinical picture in their cases conformed with Blake's.
Their extensive experience permitted observation of complications that should

8 See footnote 5, p. 115,

9 Lipman, B. L., Casey, A. V,, Byron, R. A, and Evans, E. C.: Serub Typhus; Results of a Study
of the Cases of Two Hundred Patients Admitted To and Treated At a Station Hoxpital Retween
Feb. 9, 1943, and Feb. 4, 1944, War Med. 6: 304-313, November 1944,
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be borne in mind; that is, pleural effusion, 5 percent; peripheral neuritis.
ulnar. 5 percent; thrombophlebitis, 5 percent; and pulmonary and splenic
infarction. each 2.5 percent. The mortality in their 200 cases was 10 percent.
They emphasize the point made by the Australians at Port Moresby. that
combat troops who will or must disregard early symptoms of scrub typhus
are those with whom it goes hard. The older age group tolerated the on-
slanght of scrub typhus less well than did those younger. Six of the thirteen
officers in this series died; four of the six were over 35 years of age. In
therapy. these authors recommend the following: (1) A lumbar puncture for
relief of meningismus and cerebral symptoms associated with an elevated
spinal fluid pressure, (2) treatment of incipient and established peripheral
vascular failure with oxygen and intravenous plasma, and (3) penicillin for
secondary bronchopneumonia complicating the rickettsial pneumonitis.

Irons and Armbrust, at the 3d Medical Laboratory in Base B. extended
their observations on the Weil-Felix reaction to a series of 74 cases of scrub
typhus.!?

Of this series, 86 percent developed blood agglutinins for Proteus OX-K.
Controls with other febrile diseases gave negative reactions. In general, how-
ever. the incidence. maximum titer. and duration of the reaction were in-
versely proportional to the severity of the disease. Only 2 of the 7 fatal cases
showed a positive Weil-Felix reaction during their clinical course; the maxi-
mum titer was 1:80. Patients with less than 18 days of fever were more
likely to develop a titer of 1:160 or over than were those with longer febrile
periods. The initial Weil-Felix reaction occurred at approximately the 17th
day of the disease, after the peak in severity of clinical manifestations, or
during obvious clinical improvement.

Accordingly, the authors concluded that the Weil-Felix reaction is of no
-alue in prognosis. For diagnosis, no absolute level could be given, but a rise
and fall in serial tests proved helpful in some cases. That a negative reaction
does not exclude scrub typhus was indicated by isolation of the causative
micro-organism in some cases with no OX-K titer.

Epidemiological study.—In addition to delineating the clinical features
of scrub typhus, Blake and his coworkers clarified the epidemiological back-
ground of the disease, as follows:

An analysis of the occurrence of cases among American forces in an advanced base
area near Buna on the northeast coast of New Guinea indicated that, although the disease
was contraeted in widely scattered localities, some were more dangerous than others, It
alse indicated that the exposure to infection was associated with activities which brought
men into intimate contact with fleld conditions, such as those which prevail in bivouacs
or in establishing camps. During the period of thisx study in the Dobodura area, the
environments in which human infections were known to have originated were kunai grass
fields, in which natural conditions were undisturbed at the time of occupation. From the

time distribution of onset of cases of the dixease it was clear that maximum risk was
experienced during the first week or two following arrival of a unit in a new area. This

10 Irons, E. N, and Armbrust, C. A.. Jr.: Relation of the Weil-Felix Reaction to the Clinica!
Course of Tsutsugamushi Dixease. Bull. U.S. Army M. Dept. 5: 85-95, January 1946,
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risk decreased progressively so that after the fourth or fifth week the incidence became
sporadic or ceased entirely, and the site could be occupied with impunity thereafter,

Decline in the attncek rate could not be explained ax due to the accumulution of
immune individuals. It therefore wuas probably due to decreased exposure to bites of
some speciex of Jarval mites that served as vectors, Decrease in exposure was correlated
with progressive changes produced by development and use of the campsite. Evidently,
the conditions thus created were unfuvorable to continued activity and survival of the
vector species,

In attempting to identify this vector speecies, collections of larval mites were made
not only in localities where cases had originated and extengive environmental changes
taken place, but alxo in loealities where the environment appeared to be similar but where
the natural conditions remained undisturbed.

» * * * * L ] L

* * % the observations made are consistent with the hypothesig that either Trom-
dicula fleteheri or Trombicula walchi, or both, may serve as vectors in this area. Fur-
thermore, by mouse inoculation, K. orientalis was recovered from two pools of mites
(T. fletcheri) collected from two bandicoots,  Brain tissue from these same animals,
injected into white mice failed to produce a rickettsinl infection. In view of this negative
rexult and the fuet that generation-to-generation transfer of R. orientalix occurs in mites.
the evidence does not incriminate the bandicoot s a reservoir host,

This concepr of bivouacs and the establishment of campsites as the back-
ground of scrub typhns was entirely in keeping with U.S. Army experience
during 1943, elsewhere than at Dobodura. On 5 September 1943, the 503d
Parachute Infantry Regiment jumped in the Markham Valley terrain which
included much open grassy country with kunai grass prevailing. The rvegi-
ment remained in jungle combat for about 12 days. By October. 37 cases of
scrub typhus had appeared.!' For the next 5 to 6 months. cases continued to
occur as areas were developed around the Nadzab airstrips northwest of Lae
in northeast New Guinea.

Outbreaks.—In November 1943, an epidemic of scrub typhus broke out on
Goodenough Island, north of Papua. chiefly in a hospital area situated in
kunai grass. For the first few nights after arrival in the area. personnel lived
under conditions prevailing in the field. This was a serious outbreak. Sev-
enty-five cases occurred on the island over the subsequent 4+ months, most of
them in December. The mortality, 25 percent, was uniquely high and cannot
be adequately explained with the knowledge at hand. The patients were not
in combat and were not exhausted when stricken. With each successive
beachhead taken. cases of scrub typhus developed. The landing at Cape
Gloucester in the Bismarck Archipelago was made in December 1943. At the
30th Evacuation Hospital, 104 cases were reported in February with 5 deaths:
in March, there were 51 cases with 8 deaths. The mortality was 8.3 percent
for these New Britain cases. more in keeping with the Dobodura series.’? It
is well to note. however. that in the first 3 months of 1944 the 363d Station
Hospital at Dobodura had 60 cases of scrub typhus. of which 9 ended fatally,
a mortality of 15 percent. in contrast to an average of 7.1 percent for the

11 See footnote 3, p. 112.
12 Quarterly Report, Surgeon, 30th Evacuation Hospital (Semimobile), Southwest Pacific Area,
1 Jan.-31 Mar. 1944,




